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Retargeted clostridial endopept i dases: Inhibition of nociceptive 
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Leeds, Nicola; IVbul sdal e, Hilary J; Dickenson, Anthony; Green, GIvark; 
Rahman, Wahi da; Suzuki, Re; Duggan, M chael J; Qui nn, Conrad P; 
Shone, Clifford C; Foster, Keith A 

Health Protection Agency, Port on Down, Salisbury, Wit shire, United 
Ki ngdorn [ rrai I t o: j ohn. chaddock@ipa. org. uk] 

Overrent Disorders, v 19, n S8, p S42- S47, Ivarch , 2004 
PUBLI CATI CN DATE: 2004 

PUBLISHER: W I ey- Bl ackwel I , 111 R ver Street Hoboken NJ 07030-5774 USA 

DCCU^NT TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUMVARY LANGUAGE: Engl i sh 
ISSN: 0885-3185 

FILE SEGVENT: CSA Neur osci ences Abstracts 

Retargeted clostridial endopept i dases: Inhibition of nociceptive 

neur ot r ansrri 1 1 er release in vitro, and antinociceptive activity in in vivo 

model s. . . 

...Dickenson, Anthony; Green, GIVark; Rahman, Wahi da; Suzuki, Re; 
Duggan, M chael J; Qui nn, Conrad P; Shone, Clifford C; Foster, 
Kei t h A 



ABSTRACT: 

Q ost r i di al neur ot oxi ns pot ent I y and speci f i cal I y i nhi bi t 
neurotransmitter release in defined cell types. Previously reported data 
have demonstrated that the cat al yt i cal I y active LHN endopept i dase fragrrent 
of bot ul i num neur ot oxi n t ype A ( t er rred LHN/ A) can be r et ar get ed t o a 
r ange of eel I t ypes in... 

...by the conjugate in vitro is also assessed and is comparable to that 
obser ved wi t h Q ost r i di urn bot ul i num neur ot oxi n. Sel ect i vi t y of 
targeting and therapeutic potential have been confirmed by in vivo 
el ect r ophysi ol ogy studies. Furthermore... 

...extended duration effects observed. These data provide proof of 
principle for the concept of retargeted clostridial endopept i dases as 
novel anal gesi cs. 

...DESCRIPTORS: processing; El ect r ophysi ol ogy ; Lectins; IVbverrent 
disorders; Neurons; Neurotoxins; Neurotransmitter release; Pain 
perception; Secretion; Sensory neurons; endopept i dase; 
Q ost r i di urn bot ul i num Erythrina; Escher i chi a col i 
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(c) 2010 CSA. Al I rts. reserv. 

0001644038 I P ACCESS I CN NO 3947840 

Devel oprrent of novel assays for bot ul i num t ype A and B neurotoxins based on 
t hei r endopept i dase act i vi t i es 

Hal I i s, B; Jarres, BAF; Shone, CC* 

Protein Toxins Sect., CAM=l, Port on Down, Salisbury, Wit shire SP4 0JQ UK 

Journal of Q i ni cal Mcrobiology, v 34, n 8, p 1934- 1938, 1996 

ADDL. SOURCE I NFQ Journal of Q i ni cal M cr obi ol ogy [ J . CLIN. M CROBI a. ] , 

vol. 34, no. 8, pp. 1934- 1938, 1996 

PUBLI CATI CN DATE: 1996 

Page 2 



1 052741 1 si ngl echai npol ypept i de. txt 

DOCUIVENT TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUMVARY LANGUAGE: Engl i sh 
ISSN: 0095- 1137 

Fl LE SEGVENT: Bact er i ol ogy Abst r act s ( M cr obi ol ogy B) ; I ndust rial & Appl i ed 
M cr obi ol ogy Abstracts ( M cr obi ol ogy A); CSA Neur osci ences Abstracts 

Hal I i s, B; Jarres, BAF; Shone, GO* 



ABSTRACT: 

A and B t oxi ns. An assay syst em devel oped f or t he det ect i on of 
bot ul i num t ype B neurotoxin ( Bo NT/ B) is based on the cleavage of a 
synthetic peptide substrate representing am no acid... 

...product. The developed assay was specific to Bo NT/ B, showing no 
cr oss- r eact i vi t y with other clostridial neurotoxins, and had a 
sensitivity for Bo NT/ B of 0. 6 t o 4. 5 ng. . . 

DESCRIPTORS: enzyrre i mrunoassay; botulism CI ost r i di urn bot ul i num 
IDENTIFIERS: neurotoxin A; neurotoxin B; endopept i dase; 
bot ul i n t oxi ns 



3/3, K/ 3 ( 1 1 em 3 f rom f i I e: 24) 
DI ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2010 CSA. Al I rts. reserv. 

0001638201 I P ACCESSI ON NQ 3940164 

Subst r at e r esi dues N- 1 er rri nal tot he cl eavage site of bot ul i num t ype B 
neurotoxin play a role in deter rri ning the specificity of i t s 
endopept i dase act i vi t y 

Wctorre, IVt Rossetto, Q IVbnt ecucco, C; Shone, CC* 

Cent, for Applied Mcrobiol. and Res., Porton Down, Salisbury, Wltshire 
SP4 0JQ UK 

FEBS Letters, v 386, n 2-3, p 133- 136, 1996 

ADDL. SOURCE I NFQ FEBS Letters [ FEBS LETT. ] , vol. 386, no. 2-3, pp. 

133- 136, 1996 

PUBLI CATI ON DATE: 1996 

DOCUMEr^ TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUMVARY LANGUAGE: Engl i sh 
ISSN: 0014-5793 

Fl LE SEGVENT: Bacteriology Abstracts (Mcrobiol ogy B) ; Toxicology Abstracts 
; CSA Neur osci ences Abstracts 

Substrate residues N- term nal t o t he cleavage site of bot ul i num t ype B 
neurotoxin play a role in deter rri ning the specificity of its 
endopept i dase act i vi t y 

Wctorre, IVt Rossetto, Q IVbnt ecucco, C; Shone, CC* 



ABSTRACT: 

Q ost r i di urn bot ul i num t ype B neur ot oxi n is a hi ghl y speci f i c 
zi nc- endopept i dase which cleaves vesi cl e- associ at ed rrerrbrane protein 
( VAIVP/ synapt obr evi n) , a... 
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...substrate recognition. Two aspartate residues in this region are 
identified as critical det er rri nant s of the neurotoxin's specificity. 
These f i ndi ngs ar e di scussed in r el at i on to t he rrechani sm by whi ch 
bot ul i num t ype B neur ot oxi n cl eaves i t s subst r at e. 

DESCRIPTORS: neurotoxins; specificity; cleavage; botulism; 
Q ost r i di um bot ul i num 
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(c) 2010 American Cherri cal Society. All rts. reserv. 
152185609 CA: 1 52( 9) 1 85609d PATENT 

Fusion proteins of Clostridial neurotoxin functional domains and their 

I NVENTCR( AUTHOR) : Shone, CI i f f or d Char I es; Qui nn, Conrad Padraig; Foster, 
Keith Alan; Chaddock, John; Ivarks, Philip; Sutton, J. Ivark; St ancorrbe, 
Patrick; V\ayne, Jonathan 

LOCATI ON: UK, 

ASSIGNEE: Syntaxin Li rri ted; The Health Protection Agency 
PATENT: U.S. Pat. Appl . Publ . ; US 20100022751 A1 DATE: 20100128 
APPLICATION: US 2009369341 (20090211) * 08 9617671 (19960823) * 08 9625996 
( 19961213) * US 782893 ( 19961227) * WD 97082273 (19970822) * US 255829 
( 19990223) * US 2002241596 (20020912) * US 200771 771 3 ( 2007031 4) * US 
2008174896 (20080717) 

PAGES: 48pp., Cont . - i n- par t of Ser . No. US 2008- 1 74896. Abandoned 
CODEN: USXXCO LANGUAGE: Engl i sh 
PATEM" CLASSI FI CATI ONS: 
CLASS: 530350000 

IPCR/8 + Level Value Position Status Version Action Source Office: 
C07K-0014/33 A I F B 20060101 20100128 H US 

C07H-0021/04 A I L B 20060101 20100128 H US 

C12P-0021/00 A I L B 20060101 20100128 H US 
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(c) 2010 Arrerican Cheni cal Society. All rts. reserv. 
151171165 CA: 151(8) 1 71 1 65y PATENT 

Vaccine corrposition corrprising modified bot ul i num neur ot oxi n serotype E 
( Bo NT/ E) pept i des wi t h i rrpr oved sol ubi I i t y 
I NVEr^OR( AUTHOR) : Shone, 0 i f f or d 
LOCATI ON: UK, 

ASSIGNEE: Health Protection Agency; Errergent Bi osol ut i ons, Inc. 
PATENT: Br i t ai n UK Pat . Appl . ; GB 2456549 A DATE: 20090722 
APPLICATION: 03 2008927(20080118) 
PAGES: 55pp. CODEN: BAXXDU LANGUAGE: Engl i sh 
PATENT CLASSI FI CATI ONS: 
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(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
150445612 CA: 1 50( 21 ) 44561 2g PATENT 

Vacci ne corrposi t i ons corrpr i si ng CI ost r i di um bot ul i num neur ot oxi n Bo NT/ E 
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nut ants with improved solubility for cross protection against mil t i pi e 
BoNT subt ypes 

I NVENTOR( AUTHOR) : Shone, CI i f f ord 
LCCATI CN: UK, 

ASSIGNEE: Health Protection Agency; Emergent Bi osol ut i ons, Inc. 

PATENT: PCT I nt er nat i onal ; WD 200947571 A1 DATE: 20090416 

APPLICATION: W) 2008GB50937 ( 20081 01 3) * US 2007PV960771 (20071012) * US 
2008PV6546 (20080118) * GB 2008927 (20080118) 

PAGES: 78pp. CODEN: PI XXD2 LANGUAGE: Engl i sh 

PATENT CLASSI Fl CATI ONS: 

I PCP/ 8 + Level Value Position Status Version Action Source Office: 
A61K-0039/08 A I F B 20060101 H EP 

DESI GNATED COUNTFil ES: AE; AG; AL; AM AQ AT; AU; AZ; BA; BB; BG; BH; BR; 
BW BY; BZ; CA; CH; CN; CQ CR; CU; CZ; DE; DK; DM DQ DZ; EC; EE; EG; ES; 
Fl ; GB; GD; GE; GH; GM GT; HN; HR; HU; ID; I L; IN; IS; JP; KE; KG; KM KN; 
KP; KR; KZ; LA; LC; LK; LR; LS; LT; LU; LY; fvA; MD; ME; M3; M<; MM; MA/ MK; 
W; MZ; NA; NG; Nl ; NO; NZ; CM PG; PH; PL; PT; RQ RS; RU; SC; SD; SE; SG; 
SK; SL; SM ST; SV; SY; TJ; TM TN; TR DESI GNATED REGI CMAL: AT; BE; BG; CH 
; CY; CZ; DE; DK; EE; ES; Fl ; FR; GB; GR; HR; HU; IE; IS; IT; LT; LU; LV; 
M3; MT; NL; NQ PL; PT; RQ SE; SI; SK; TR; BF; BJ; CF; CG; CI; CM GA; GN; 
GQ GW M_; M=i; NE; SN; TD; TG; BW GH; GM KE; LS; MA/ MZ; NA; SD; SL; SZ; 
TZ; UG; ZM ZW AM AZ; BY; KG; KZ; MD; RU; TJ; TM 
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(c) 2010 American Cherri cal Society. All rts. reserv. 

148347366 CA: 1 48( 1 6) 347366u PATENT 
Novel agent for controlling cell activity 

I NVENTOR( AUTHOR) : North, John Robert; Foster, Keith Alan; Qui nn, Conrad 
Padraig; Shone, Q iff ord Charles 
LCCATI CN: Can. , 

PATENT: U. S. Pat . Appl . Publ . ; US 20080070278 A1 DATE: 20080320 
APPLICATION: US 200781 9647 ( 20070628) * GB 935735 ( 1 993031 9) *W0 94GB558 
(19940318) * US 513878 ( 19951201) * US 2000572431 (20000517) 
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(c) 2010 American Cheni cal Society. All rts. reserv. 

147268110 CA: 1 47( 1 3) 2681 1 0g CONFERENCE PROCEEDI NG 

Devel oprrent of therapeutics based upon clostridial endopept i dase activity 

AUTHOR(S): Foster, Kei t h A. ; Chaddock, John A. 

LOCATION: Syntaxin Ltd., Salisbury, UK, 

JOURNAL: Treat. Toxins (Treatments from Toxins) EDITOR: Foster, Keith A. 
(Ed), Harrbleton, Peter (Ed), Shone, CI i f f or d C ( Ed) , DATE: 2007 PAGES: 
195-212 CODEN: 69I YSV LANGUAGE: English PUBLISHER: CRC Press LLC, Boca 
Raton, Fl a ISBN: 978-0-8493-2709-4 
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Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
147023292 GA: 147(2)23292q JOURNAL 

Re- engi neer i ng t he t ar get speci f i ci t y of clostridial neurotoxins - a 
route to novel therapeutics 

AUTHOR(S): Foster, Kei t h A. ; Adams, Erri I y J. ; Durose, Lyndsey; Cruttwell, 
Caroline J.; Marks, Elizabeth; Shone, Clifford C. ; Chaddock, John A. ; Cox, 
□ are L. ; Heat on, Charlotte; Sutton, J. Mark; Wayne, Jonathan; Alexander, 
Frances C. G; Rogers, Duncan F. 

LCGATI CN: Centre for Errergency Preparedness & Response, Health Protection 
Agency, Salisbury, UK, SP4 OJG 

JOURNAL: Neurotoxic. Res. (Neurotoxicity Research) DATE: 2006 VOLUME: 9 

NUM3ER: 2,3 PAGES: 101-107 CODEN: NURRFI ISSN: 1029-8428 LANGUAGE: 
English PUBLISHER: F. P. Q- aham Publ i shi ng Co. 
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(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 

146498844 CA: 1 46( 25) 498844h CONFERENCE PROCEEDI NG 
Vaccines to protect against neurotoxins 
AUTHOR(S): Srri t h, Leonard A.; Henderson, Ian 

LOCATION: Integrated Toxi nol ogy □ vi si on, U.S. Ar rry Medical Research 
Institute of Infectious Diseases, Fort Detrick, MD, USA 

JOURNAL: Treat. Toxins (Treatments from Toxins) EDITOR: Foster, Keith A. 
(Ed), Harrbleton, Peter (Ed), Shone, O i f f ord C (Ed) , DATE: 2007 PAGES: 
75- 106 CODEN: 69I YSV LANGUAGE: English PUBLISHER: CRC Press LLC, Boca 
Raton, FI a ISBN: 978- 0-8493-2709-4 
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(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
146436465 CA: 1 46( 22) 436465b PATENT 

Devel oprrent of engineered Q ost r i di urn neur ot oxi ns with improved 
sol ubi I i t i es and use i n pr oduct i on of ant i - bot ul i sm vacci ne 
I NVENTOR( AUTHOR) : Shone, Clifford C. ; Crawford, James A. 
LOCATI CN: UK, 

PATENT: PCT I nt er nat i onal ; WD 200744382 A2 DATE: 20070419 
APPLICATION: WD 2006US38757 ( 20061 005) * US 2005PV724274 ( 20051 007) * US 
2005PV742900 (20051207) 

PAGES: 97pp. CODEN: PI XXD2 LANGUAGE: Engl i sh 
PATENT CLASSI FI CATI ONS: 

IPCP/8 + Level Value Position Status Version Action Source Office: 
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(c) 2010 American Cherri cal Society. All rts. reserv. 

146416354 GA: 1 46( 21 ) 41 6354m CONFERENCE PROCEEDI NG 
Inhibitors of clostridial neurotoxin proteinase activities 
AUTHOR( S) : Schrri dt , Jarres J. ; Foster, Kei t h A. 

LCGATI CN: Toxi nol ogy Division, U.S. Ar rry Medical Fiesearch Institute of 
Infectious Diseases, Fort Detrick, MD, USA 

JOUFINAL: Treat. Toxins (Treatments from Toxins) EDITOR: Foster, Keith A. 
(Ed), Harrbleton, Peter (Ed), Shone, CI i f f or d C ( Ed) , DATE: 2007 PAGES: 
107- 138 CODEN: 69I YSV LANGUAGE: English PUBLISHER: CRC Press LLC, Boca 
Raton, Fl a ISBN: 978- 0-8493-2709-4 
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Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
146310836 CA: 1 46( 1 6) 31 0836e BOOK 

Treatments from Toxins: The Ther apeut i c Potential of Clostridial 
Neur ot oxi ns 

AUTHOR( S) : Fost er , Kei t h A. ; Harrbl et on, Pet er ; Shone, CI i f f or d C. ; 
Edi t ors 

LOCATI CN: USA 

DATE: 2007 PAGES: 297 pp. CODEN: B00KA7 LANGUAGE: Engl i sh PUBLI SHER: 
(CRC Press LLC, Boca Raton, Fl a. ) ISBN: 978-0-8493-2709-4 



3/3, KM4 (Item 11 from file: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
143417270 CA: 1 43( 23) 41 7270f PATENT 

recombinant expression of clostridial neurotoxin light and heavy chain 
domai n and its ant i body and DNA vacci ne appl i cat i ons 

I NVENTOR( AUTHOR) : Shone, Charles Clifford; Qui nn, Conrad Padraig; Foster, 
Keith Alan; Chaddock, John; Marks, Philip; Sutton, J. Mark; Stancorrbe, 
Patrick; Wayne, Jonathan 

LOCATI CN: UK, 

PATENT: U.S. Pat. Appl. Publ . ; US 20050244435 A1 DATE: 20051 103 

APPLICATION: US 200577550 ( 2005031 1 ) * GB 9617671 (19960823) * GB 9625996 
( 19961213) * US 782893 ( 19961227) * W0 97GB2273 ( 1 9970822) * US 255829 
( 19990223) * US 2002241596 (20020912) 

PAGES: 45 pp., Cont . - i n- par t of U.S. Ser . No. 241,596. CODEN: USXXCO 

LANGUAGE: Engl i sh 

PATENT CLASSI Fl CATI ONS: 

CLASS: 424239100; A61K-039/08A 
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Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
143280836 CA: 1 43( 1 6) 280836y JOURNAL 

Preparation of specifically act i vat abl e endopept i dase derivatives of 
G! ost r i di urn bot ul i num t oxi ns t ype A, B, and C and t hei r appl i cat i ons 
AUTHOR(S): Sutton, J. Mark; Wayne, Jonathan; Scot t - Tucker , Anthony; 

OBrien, Susan M ; IVarks, Phi I i p M H. ; Alexander, Frances C. G; Shone, 

Clifford C. ; Chaddock, John A. 

LCGATI CN: Centre for Applied M cr obi ol ogy and Research, Health Protection 

Agency, Wit shire, UK, SP4 0JG 

JOURNAL: Protein Expression Purif. (Protein Expression and Purification) 
DATE: 2005 VOLUME: 40 NUM3ER: 1 PAGES: 31-41 CODEN: PEXPEJ ISSN: 

1 046- 5928 PUBLI SHER I TEM I DENTI Fl ER: 1 046- 5928( 04) 00232- 3 LANGUAGE: 
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Engl i sh PUBLI SHER: El sevi er 



3/3, KM 6 ( I t em 13 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 American Chemical Society. All rts. reserv. 
140151912 CA: 1 40( 1 0) 1 51 91 2j PATENT 

Targeted delivery of therapeutic agents for nerve regeneration using 
heavy chain (He) f r om bot ul i num C1 toxin as a neur on- bi ndi ng domain 
I NVENTOR( AUTHOR) : Shone, CI i f f or d Char I es; Sutton, John Mirk 
LOCATI ON: UK, 

ASSI GMEE: Heal t h Pr ot ect i on Agency 

PATENT: PCT I nt er nat i onal ; VC 200409126 A1 DATE: 20040129 
APPLICATION: WD 2003GB3082 (20030715) *GB 200216865 (20020719) 
PAGES: 67 pp. CODEN: PI XXD2 LANGUAGE: Engl i sh 
PATENT CLASSI FI CATI ONS: 

CLASS: A61K-047/48A; C07K-019/00B 
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; LS; MA/ MZ; SD; SL; SZ; TZ; UG; ZM ZW AT; BE; BG; CH; CY; CZ; DE; DK; 
EE; ES; FI ; FR; GB; GR; HU; IE; IT; LU; M3; NL; PT; RQ SE; SI ; SK; TR; BF; 
BJ; CF; CG; CI ; CM GA; GN; GQ GW M_; MR; NE; SN; TD; TG 



3/3, KM 7 (Item 14 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
138182902 CA: 1 38( 1 3) 1 82902u JOURNAL 

Expression and purification of cat al yt i cal I y active, non- toxic 
endopept i dase der i vat i ves of Q ost r i di urn bot ul i num t oxi n t ype A 
AUTHOR(S): Chaddock, John A. ; Herbert, M chael H. ; Ling, Roger J.; 

Alexander, Frances C. G; Fooks, Sarah J.; Revel I , Dean F. ; Qui nn, Conrad 

P.; Shone, Clifford C. ; Foster, Kei t h A. 

LOCATION: Centre for Applied M cr obi ol ogy and Research, Wit shire, UK, 

SP4 0JG 

JOURNAL: Protein Expression Purif. (Protein Expression and Purification) 
DATE: 2002 VOLUME: 25 NUM3ER: 2 PAGES: 219-228 CODEN: PEXPEJ ISSN: 
1046-5928 LANGUAGE: English PUBLISHER: Elsevier Science 



3/3, KM 8 ( I t em 15 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
136395977 CA: 1 36( 26) 395977t PATENT 

Q ost ri dial toxin derivatives able to modify peripheral sensory afferent 
f unct i ons 

I NVENTCR( AUTHOR) : Foster, Kei t h Al an; Duggan, M chael John; Shone, 
G! i f f or d Char I es 
LOCATI CN: UK, 

ASSIGNEE: The Speywood Laboratory, Ltd.; M cr obi ol ogi cal Research 
Aut hor i t y 

PATENT: United States ; US 6395513 B1 DATE: 20020528 
APPLICATION: US 447356 ( 1 9991 1 22) * GB 958204 ( 1 9950421 ) *\A0 96GB916 
( 19960416) * US 945037 ( 19980112) 

PAGES: 18 pp., Cont . - i n- par t of U.S. Ser . No. 945,037. CODEN: USXXAM 
LANGUAGE: Engl i sh 
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PATEM" CLASSI Fl GATI ONS: 

CLASS: 435069300; C12N-015/62; C1 2N- 01 5/ 09; C12P-021/00; C07K-019/00 



3/3, K/ 19 ( I t em 16 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. A I rts. reserv. 
133054741 CA: 133(5) 54741 a JOURNAL 

Inhibition of vesicular secretion in both neuronal and nonneuronal cells 
by a r et ar get ed endopept i dase der i vat i ve of O ost r i di um bot ul i num 
neur ot oxi n t ype A 

AUTHCR(S): Chaddock, John A; Pur kiss, John R. ; Friis, Lor na M; 
Broadbridge, Janice D. ; Duggan, M chael J.; Fooks, Sarah J.; Shone, 
QiffordC. ; Qui nn, Conrad P.; Foster, Kei t h A. 

LOGATI ON: Centre for Applied Mcrobiology and Research, Salisbury, UK, 
SP4 0JG 

JOURNAL: Infect. I rmxin. DATE: 2000 VOLUME: 68 NUM3ER: 5 PAGES: 
2587-2593 CODEN: I NFI BR ISSN: 0019-9567 LANGUAGE: English PUBLISHER: 
Arrerican Society for Mcrobiology 



3/3.K/20 ( 1 1 em 17 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. A I rts. reserv. 
131285568 CA: 1 31 ( 21 ) 285568z JOURNAL 

Devel oprrent of an in vitro bi oassay for O ost r i di um bot ul i num t ype B 
neurotoxin in foods that is rrare sensitive than the mouse bi oassay 
AUTHOR(S): Wctorre, Mat t hew; Newton, Kirsti; Jameson, Karen; Hal I i s, 

Bassarn Dunni gan, Paul; Mackay, Eric; Clarke, Sally; Taylor, Ri chard; Gaze, 

Joy; Foster, Keith; Shone, Clifford 

LOCATION: Centre for Applied Mcrobiology and Research, Salisbury, UK, 

SP4 OJG 

JOURNAL: Appl . Environ. Mcrobiol. DATE: 1999 VOLUME: 65 NUM3ER: 9 
PAGES: 3787-3792 CODEN: AEM DF ISSN: 0099-2240 LANGUAGE: English 
PUBLISHER: Arrerican Society for Mcrobiology 
? e au=f ost er , kei t h 
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2 AU= FOSTER, KEI TH D 
1 Alt FOSTER, KEI TH D. 
1 AU= FOSTER, KEI TH EDWARD ST. JOHN 
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54 349 E1 - E1 2 

? s s4 and clostridial and neurotoxin 
349 S4 
19619 CLOSTRIDIAL 
132916 NEUROTOXIN 

55 26 S4 AND CLCSTRI Dl AL AND NEURCTOXI N 

? rd 

»>Dupl i cat e detection is not supported for File 393. 
»>Dupl i cat e detection is not supported for File 391. 

»>Recor ds f r om unsuppor t ed f i I es wi I I be r et ai ned in t he RD set . 

56 24 RD ( uni que i t ems) 
? t s6/3, k/ 1-24 

»>KW C opt i on is not avai I abl e in f i I e( s) : 399 

6/3, K/ 1 (Item 1 from fi I e: 24) 
Dl ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2010 CSA. AI I rts. reserv. 

0004000376 I P ACCESS I ON NQ 11343056 

Retargeted clostridial endopept i dases: Inhibition of nociceptive 

neur ot r ansrri 1 1 er release in vitro, and antinociceptive activity in in vivo 

model s of pai n 

Chaddock, John A; Purkiss, John R; Alexander, Frances C G; Doward, Sarah 
; Fooks, Sarah J; Friis, LornaN/t Hall, Yper H J; Kirby, Elizabeth R; 
Leeds, Nicola; IVbul sdal e, Hilary J; D ckenson, Anthony; Green, Glvark; 
Rahman, \Aahi da; Suzuki, Re; Duggan, M chael J; Qui nn, Conrad P; Shone, 
Q i f f or d C; Foster, Kei t h A 

Health Protection Agency, Port on Down, Salisbury, Wit shire, United 
Kingdom [ nrai I t o: j ohn. chaddock@ipa. or g. uk] 

IVbverrent Disorders, v 19, n S8, p S42- S47, Ivarch , 2004 
PUBLI CATI ON DATE: 2004 

PUBLISHER: W I ey- Bl ackwel I , 111 R ver Street Hoboken NJ 07030-5774 USA 

DOCU^r^ TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUI\M\RY LANGUAGE: Engl i sh 
ISSN: 0885-3185 

FILE SEGVENT: CSA Neur osci ences Abstracts 

Retargeted clostridial endopept i dases: Inhibition of nociceptive 

neur ot r ansrri 1 1 er release in vitro, and antinociceptive activity in in vivo 

model s. . . 

...Glvark; Rahman, Wahi da; Suzuki, Re; Duggan, M chael J; Qui nn, 
Conrad P; Shone, Clifford C; Foster, Keith A 



ABSTRACT: 

G! ost r i di al neur ot oxi ns pot ent I y and speci f i cal I y i nhi bi t 
neurotransmitter release in defined cell types. Previously reported data 
have demonstrated that the cat al yt i cal I y active LHN endopept i dase fragrrent 
of bot ul i num neur ot oxi n t ype A ( t er rred LHN/ A) can be r et ar get ed t o a 
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r ange of eel I t ypes in... 



...conjugate in vitro is also assessed and is corrparable to that observed 
wi t h Q ost r i di urn bot ul i num neur ot oxi n. Sel ect i vi t y of t ar get i ng and 
therapeutic potential have been confirmed by in vivo el ect r ophysi ol ogy 
st udi es. Furt her more. . . 

...extended duration effects observed. These data provide proof of 
principle for the concept of retargeted clostridial endopept i dases as 
novel anal gesi cs. 



6/3, K/ 2 ( 1 1 em 1 f rom f i I e: 399) 
DI ALOG( R) Fi I e 399: GA SEAFCH( R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
152185609 GA: 1 52( 9) 1 85609d PATENT 

Fusion proteins of Clostridial neurotoxin functional domains and their 

I NVENTCR( AUTHOR) : Shone, CI i f f or d Char I es; Qui nn, Conrad Padraig; Foster, 
Keith Alan; Chaddock, John; IVarks, Philip; Sutton, J. rVark; St ancorrbe, 
Patrick; V\ayne, Jonathan 

LOCATI ON: UK, 

ASSIGNEE: Syntaxin United; The Health Protection Agency 
PATENT: U.S. Pat. Appl . Publ . ; US 20100022751 A1 DATE: 20100128 
APPLICATION: US 2009369341 (20090211) * GB 9617671 (19960823) * GB 9625996 
( 19961213) * US 782893 ( 19961227) * WD 97GB2273 ( 1 9970822) * US 255829 
( 19990223) * US 2002241596 (20020912) * US 200771 771 3 ( 2007031 4) * US 
2008174896 (20080717) 

PAGES: 48pp., Cont . - i n- par t of Ser . No. US 2008- 1 74896. Abandoned 
CODEN: USXXCO LANGUAGE: Engl i sh 
PATENT CLASSI FI CATI CMS: 
CLASS: 530350000 

IPCR/8 + Level Value Position Status Version Action Source Office: 
C07K-0014/33 A I F B 20060101 20100128 H US 

C07H-0021/04 A I L B 20060101 20100128 H US 

C12P-0021/00 A I L B 20060101 20100128 H US 



6/3, W 3 ( I t em 2 f rom f i I e: 399) 
DI ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 

151394978 CA: 1 51 ( 1 8) 394978s CONFERENCE PROCEEDI NG 

Understanding bot ul i num neur ot oxi n rrechani sm of action and structure to 

enhance therapeutics and irrprove care 

AUTHOR(S): Foster, Keith A; Adams, Em I y J.; Rogers, Duncan F. 
LOCATION: Syntaxin Ltd., Abingdon, Oxon, UK, 

JOURNAL: Bot ul i num Toxi n ( Bot ul i num Toxi n) EDITOR: Jankovi c, Joseph (Ed) 
, DATE: 2009 PAGES: 349-359 CODEN: 69LORF LANGUAGE: English 
PUBLISHER: Elsevier I nc. , Phi I adel phi a, Pa ISBN: 978- 1-4160-4928-9 



6/3, K/ 4 ( 1 1 em 3 f rom f i I e: 399) 
DI ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 

148347366 GA: 1 48( 1 6) 347366u PATENT 
Novel agent for controlling cell activity 

I NVENTOR( AUTHOR) : North, John Robert; Foster, Keith Alan; Qui nn, Conrad 
Padraig; Shone, Clifford Charles 
LOCATI ON: Can. , 

PATENT: U. S. Pat . Appl . Publ . ; US 20080070278 A1 DATE: 20080320 
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APPLI GATI CN: US 200781 9647 ( 20070628) * GB 935735 ( 1 993031 9) *V\D94GB558 
(19940318) * US 513878 ( 19951201) * US 2000572431 (20000517) 

PAGES: 9pp., Cont . - i n- par t of U. S. Ser . No. 572,431. CODEN: USXXCO 
LANGUAGE: Engl i sh 
PATENT CLASSI Fl GATI QMS: 
CLASS: 435069100 

I PCR/ 8 + Level Value Position Status Version Action Source Office: 
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6/3, K/ 5 ( 1 1 em 4 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
148230138 GA: 1 48( 1 1 ) 2301 38e PATENT 

Methods and corrpounds for the t r eat rrent of rrucus hypersecretion by 
inhibiting rrucus secretion using corrpounds having targeting and 
translocating modified light chain of clostridial neurotoxin 
I NVENTOR( AUTHOR) : Qui nn, Conr ad Padr ai g; Foster, Keith Alan; Chaddock, 
John 

LOGATI CN: UK, 

ASSI GNEE: Syntaxi n Ltd. 

PATENT: U. S. Pat . Appl . Publ . ; US 20080032928 A1 DATE: 20080207 

APPLI GATI CN: US 2007806496 ( 20070531 ) * GB 981 8548 ( 1 9980825) *W)99GB2806 
(19990825) * US 2001763669 (20010529) * US 2003633698 ( 20030805) * US 
2006518213 (20060911) 

PAGES: 80pp., Cont .- i n- par t of U.S. Ser. No. 518,213. CODEN: USXXCO 

LANGUAGE: Engl i sh 

PATENT CLASSI Fl GATI ONS: 
CLASS: 514012000 

I PCR/ 8 + Level Value Position Status Version Action Source Office: 
A61K-0038/00 A I F B 20060101 20080207 H US 

A61P- 001 1/00 A I L B 20060101 20080207 H US 

C07H-0021/04 A I L B 20060101 20080207 H US 

C07K-0016/00 A I L B 20060101 20080207 H US 



6/3, K/ 6 ( 1 1 em 5 f rom f i I e: 399) 
Dl ALCO; R) Fi I e 399: GA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
148024474 GA: 148(2)24474h PATENT 

Qostridial neurotoxin fusion proteins targeted to nociceptive sensory 
neurons for the treat rrent of pain 

I NVENTOR( AUTHOR) : Foster, Keith; Chaddock, John; Marks, Philip; 
Stancorrbe, Patrick; Aoki , K. Roger; Francis, Joseph; Steward, Lance 
LOGATI CN: UK, 

ASSIGNEE: Syntaxi n Li ni ted; Allergan, Inc. 

PATENT: PCT I nt er nat i onal ; YC 2007138339 A2 DATE: 20071206 
APPLICATION: WD 2007GB2049 ( 20070601 ) * GB 20061 0867 ( 20060601 ) 
PAGES: 124pp. CODEN: PI XXD2 LANGUAGE: English 
PATENT CLASSI Fl GATI ONS: 

I PCR/ 8 + Level Value Position Status Version Action Source Office: 
A61K-0038/48 A I F B 20060101 H EP 

A61K-0039/08 A I L B 20060101 H EP 

A61P-0025/04 A I L B 20060101 H EP 

DESI GNATED COUr^RI ES: AE; AG; AL; AM. AT; AU; AZ; BA; BB; BG; BH; BR; BW 
BY; BZ; GA; CH; CN; CO; CR; CU; CZ; DE; DK; DM DQ DZ; EC; EE; EG; ES; Fl ; 
GB; GO; GE; GH; GM GT; HN; HR; HU; ID; I L; IN; IS; JP; KE; KG; KM KN; KP; 
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KR; KZ; LA; LC; LK; LR; LS; LT; LU; LY; MK; MD; M3; IVK; MM; MA/ MK; IVY; MZ; 
NA; NG; Nl ; NQ NZ; CM; PG; PH; PL; PT; RQ RS; RU; SC; SD; SE; SG; SK; SL; 
SM SV; SY; TJ; TM TN; TR; TT; TZ; UA DESI GNATED REGI CNAL: AT; BE; BG; CH 
; CY; CZ; DE; DK; EE; ES; Fl ; FR; GB; GR; HU; IE; IS; IT; LT; LU; LV; M3; 
MT; NL; PL; PT; RQ SE; SI; SK; TR; BF; BJ; CF; CG; CI ; CM GA; GN; GO; GW 
M_; m NE; SN; TD; TG; BW GH; GM KE; LS; MA/ MZ; NA; SD; SL; SZ; TZ; UG; 
ZM ZW AM AZ; BY; KG; KZ; MD; RU; TJ; TM 



6/3, K/ 7 ( 1 1 em 6 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 

147268110 CA: 1 47( 1 3) 26811 0g CONFERENCE PROCEED! NG 

Development of therapeutics based upon clostridial endopept i dase activity 

AUTHCR( S) : Foster, Kei t h A. ; Chaddock, John A. 

LCCATICN: Syntaxin Ltd., Salisbury, UK, 

JOURNAL: Treat. Toxins (Treatments from Toxins) EDITOR: Foster, Keith A. 
(Ed), Harrbleton, Peter (Ed), Shone, O i f f or d C ( Ed) , DATE: 2007 PAGES: 
195-212 CODEN: 69I YSV LANGUAGE: English PUBLISHER: CRC Press LLC, Boca 
Raton, Fl a ISBN: 978- 0-8493-2709-4 



6/3, KZ 8 ( 1 1 em 7 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cheni cal Society. All rts. reserv. 
147023292 CA: 147(2)23292q JOURNAL 

Re-engineering the target specificity of clostridial neurotoxins - a 
route to novel therapeutics 

AUTHCR(S): Foster, Kei t h A. ; Adams, EnrilyJ.; Durose, Lyndsey; Cruttwell, 
Caroline J.; Marks, Elizabeth; Shone, Clifford C. ; Chaddock, John A. ; Cox, 
Qare L. ; Heat on, Charlotte; Sutton, J. Mark; \Aayne, Jonathan; Alexander, 
Frances C. G; Rogers, Duncan F. 

LCCATICN: Centre for Emergency Preparedness & Response, Health Protection 
Agency, Salisbury, UK, SP4 0JG 

JOURNAL: Neurotoxic. Res. (Neurotoxicity Research) DATE: 2006 VOLUME: 9 

NUM3ER: 2,3 PAGES: 101-107 CODEN: NURRFI ISSN: 1029-8428 LANGUAGE: 
English PUBLISHER: F. P. a aham Publ i shi ng Co. 



6/3, K/ 9 ( 1 1 em 8 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 

146416354 CA: 1 46( 21 ) 41 6354m CONFERENCE PROCEEDI NG 
Inhibitors of clostridial neurotoxin proteinase activities 
AUTHOR(S): Schni dt , James J. ; Foster, Kei t h A. 

LOGATI CN: Toxi nol ogy Division, U.S. Ar rry Medical Research Institute of 
Infectious Diseases, Fort Detrick, MD, USA 

JOURNAL: Treat. Toxins (Treatments from Toxins) EDITOR: Foster, Keith A. 
(Ed), Harrbleton, Peter (Ed), Shone, CI i f f or d C ( Ed) , DATE: 2007 PAGES: 
107- 138 CODEN: 69 1 YSV LANGUAGE: English PUBLISHER: CRC Press LLC, Boca 
Raton, Fl a ISBN: 978-0-8493-2709-4 



6/3, K/ 10 ( I t em 9 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
146310836 CA: 1 46( 1 6) 31 0836e BOCK 

Treatments from Toxins: The Ther apeut i c Potential of Clostridial 
Neur ot oxi ns 
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AUTHOR( S) : Fost er , Kei t h A. ; Hanoi et on, Pet er ; Shone, CI i f f or d C. ; 
Edi t ors 

LOCATI CN: USA 

DATE: 2007 PAGES: 297 pp. CODEN: BCCKA7 LANGUAGE: Engl i sh PUBLI SHER: 
(CRC Press LLC, Boca Raton, Fl a. ) ISBN: 978-0-8493-2709-4 



6/3, K/11 (Item 10 from file: 399) 
Dl ALCG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
145050778 CA: 145(3)50778t PATENT 

Fusion proteins corrprising non- cyt ot oxi c protease, translocation, 
protease cleavage site, and targeting rroi et i es for the treatment of pain 
I NVENTOR( AUTHOR) : Foster, Keith; Chaddock, John; Mirks, Philip; 
Stancorrbe, Patrick; Aoki , K. Roger; Francis, Joseph; Steward, Lance 
LOCATI CN: UK, 

ASSIGNEE: Health Protection Agency; Allergan, Inc. 
PATENT: PCT I nt er nat i onal ; WD 200659093 A2 DATE: 20060608 
APPLICATION: WD 2005GB4585 ( 20051 201 ) * GB 200426394 ( 20041 201 ) * GB 
20054964 (20050310) 

PAGES: 267 pp. CODEN: PI XXD2 LANGUAGE: Engl i sh 
PATENT CLASSI Fl CATI ONS: 

I PCR/ 8 + Level Value Position Status Version Action Source Office: 
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Dl ALCQ R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
145050777 CA: 145(3) 50777s PATENT 

Fusi on proteins corrprising non- cyt ot oxi c protease, translocation, 
protease cleavage site, and targeting moieties for the treatment of 
di seases 

I NVENTOR( AUTHOR) : Foster, Keith; Chaddock, John; Marks, Philip; 
Stancorrbe, Patrick; Durose, Lyndsey 
LOCATI CN: UK, 

ASSI GNEE: Heal t h Pr ot ect i on Agency 

PATENT: PCT I nt er nat i onal ; WD 2006591 13 A2 DATE: 20060608 
APPLICATION: WD 2005GB4606 ( 20051 201 ) * GB 200426397 ( 20041 201 ) 
PAGES: 114 pp. CODEN: PI XXD2 LANGUAGE: English 
PATENT CLASSI Fl CATI ONS: 

I PCR/ 8 + Level Value Position Status Version Action Source Office: 
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; CY; CZ; DE; DK; EE; ES; Fl ; FR; GB; GR; HU; IE; IS; IT; LT; LU; LV; M3; 
NL; PL; PT; RQ SE; SI; SK; TR; BF; BJ; CF; CG; CI ; CM GA; GN; GQ GVV M_; 
IVR; NE; SN; TD; TG; BW GH; GM KE; LS; Mfy MZ; NA; SD; SL; SZ; TZ; UG; ZM 
ZW AM AZ; BY; KG; KZ; MD; RU; TJ; TM 
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Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 American Cheni cal Society. All rts. reserv. 
145021206 CA: 145(2)21206z PATENT 

Fusion products of clostridial neurotoxins targeted to nociceptive 
sensory neurons for use as analgesics 

I NVENTCR( AUTHOR) : Foster, Keith; Chaddock, John; Penn, Charles; Aoki , K. 
Roger; Francis, Joseph; Steward, Lance 
LOCATI CN: UK, 

ASSIGNEE: Health Protection Agency; Allergan, Inc. 
PATENT: PCT I nt er nat i onal ; WD 200659105 A2 DATE: 20060608 
APPLICATION: WD 2005GB4598 ( 20051 201 ) * GB 200426394 ( 20041 201 ) * GB 
20054966 (20050310) * GB 20054964 (20050310) 

PAGES: 321 pp. CODEN: PI XXD2 LANGUAGE: Engl i sh 
PATENT CLASSI Fl CATI ONS: 

I PCR/ 8 + Level Value Position Status Version Action Source Office: 
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6/3, KM4 ( I t em 13 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
143417270 CA: 1 43( 23) 41 7270f PATENT 

r ecorrbi nant expression of clostridial neurotoxin light and heavy chain 
dorrai n and its ant i body and DNA vacci ne appl i cat i ons 

I NVENTOR( AUTHOR) : Shone, Charles Clifford; Qui nn, Conrad Padraig; Foster, 
Keith Alan; Chaddock, John; Marks, Philip; Sutton, J. Mark; St ancorrbe, 
Patrick; Wayne, Jonathan 

LOCATI CN: UK, 

PATENT: U.S. Pat. Appl. Publ . ; US 20050244435 A1 DATE: 20051 103 

APPLICATION: US 200577550 ( 2005031 1 ) *GB 9617671 ( 19960823) * GB 9625996 
19961213) * US 782893 ( 19961227) * WD 97GB2273 ( 1 9970822) * US 255829 
19990223) *US 2002241596 (20020912) 

PAGES: 45 pp., Cont . - i n- par t of U.S. Ser . No. 241,596. CODEN: USXXCO 

LANGUAGE: Engl i sh 

PATEM" CLASSI Fl CATI ONS: 

CLASS: 424239100; A61K-039/08A 
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Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
143125426 GA: 1 43( 8) 1 25426w JOURNAL 

A new wr i nkl e on pai n r el i ef : r e- engi neer i ng cl ost r i di al neur ot oxi ns f or 
anal gesi cs 

AUTHCR( S) : Fost er , Kei t h A. 

LOCATION: HPA, Porton Down, Salisbury, Wltshire, UK, SP4 OJG 
JOURNAL: Drug Discovery Today (Drug □ scovery Today) DATE: 2005 
VaUWE: 10 NU^ER: 8 PAGES: 563-569 CCDEN: DDTOFS ISSN: 1359-6446 
PUBLI SHER I TEM I DENTI FI ER: 1359- 6446( 05) 03389- 1 LANGUAGE: Engl i sh 
PUBLI SHER: El sevi er 



6/3, KM 6 ( I t em 15 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 

141388054 CA: 1 41 ( 24) 388054q JOURNAL 

The analgesic potential of clostridial neurotoxin derivatives 

AUTHOR( S) : Fost er , Kei t h A. 

LOGATI CN: HPA Porton Down, Wltshire, UK, SP4 OJG 

JOURNAL: Expert Cpi n. Invest. Drugs (Expert Opinion on Investigational 
Drugs) DATE: 2004 VOLU^: 13 NU^ER: 11 PAGES: 1437- 1443 CODEN: EQ DER 
I SSN: 1354-3784 LANGUAGE: Engl i sh PUBLI SHER: Ashl ey Publ i cat i ons Ltd. 



6/3, KZ 17 ( 1 1 em 16 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
136395977 CA: 1 36( 26) 395977t PATENT 

Q ost ri dial toxin derivatives able to modify peripheral sensory afferent 
f unct i ons 

I NVENTOR( AUTHOR) : Foster, Keith Alan; Duggan, M chael John; Shone, 
Q i f f ord Char I es 
LOGATI CN: UK, 

ASSIGNEE: The Speywood Laboratory, Ltd.; M cr obi ol ogi cal Research 
Aut hor i t y 

PATENT: United States ; US 6395513 B1 DATE: 20020528 
APPLICATION: US 447356 ( 1 9991 1 22) * GB 958204 ( 1 9950421 ) *W)96GB916 
( 19960416) * US 945037 ( 19980112) 

PAGES: 18 pp., Cont . - i n- par t of U.S. Ser . No. 945,037. CODEN: USXXAM 
LANGUAGE: Engl i sh 
PATENT CLASSI FI CATI ONS: 

CLASS: 435069300; C12N-015/62; C12N-015/09; C12P-021/00; C07K-019/00 



6/3, KM 8 ( I t em 17 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 American Cheni cal Society. All rts. reserv. 
134247267 CA: 1 34( 1 8) 247267e PATENT 

Q ost ri dial neurotoxin targeted conjugates for inhibition of secretion 
f r om non- neur onal cells 

I NVENTOR( AUTHOR) : Foster, Keith Alan; Chaddock, John Andrew; Pur kiss, 
John Robert; Qui nn, Conrad Padraig 
LOGATI CN: UK, 

ASSIGNEE: M cr obi ol ogi cal Resear ch Aut hor i t y 

PATENT: PCT I nt er nat i onal ; VC 200121213 A2 DATE: 20010329 

APPLICATION: VO 2000GB3669 ( 20000925) * GB 9922554 ( 1 9990923) 

PAGES: 63 pp. CODEN: PI XXD2 LANGUAGE: Engl i sh 

PATEM" CLASSI FI CATI ONS: 
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Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
133261538 GA: 1 33( 1 9) 261 538e PATENT 

Use of a I ect i n or I ect i n conj ugat e f or rrodul at i on of C- f i ber act i vi t y, 
and therapeutic use thereof 

I NVENTOR( AUTHOR) : Foster, Kei t h Al an; Chaddock, John Andrew; Qui nn, 
Conr ad Padr ai g 
LOCATI CN: UK, 

ASSIGNEE: M cr obi ol ogi cal Resear ch Aut hor i t y 

PATENT: PCT I nt er nat i onal ; \AD 200057897 A1 DATE: 20001005 

APPLI CATI GM: \AO 2000GB1 247 (20000331) * GB 997429 ( 1 9990331 ) 

PAGES: 62 pp. CODEN: PI XXD2 LANGUAGE: English 

PATENT CLASSI Fl CATI ONS: 

CLASS: A61K-038/ 16A; A61 K- 047/ 48B; C07K- 01 9/ 00B; C1 2N- 01 5/ 29B; 

A61K-048/00B; A61P-025/00B 

DESI GNATED COUNTRI ES: AE; AG; AL; AM AT; AU; AZ; BA; BB; BG; BR; BY; CA; 

CH; CN; CR; CU; CZ; DE; DK; DM DZ; EE; ES; Fl ; GB; GD; GE; GH; GM HR; HU; 

ID; I L; IN; IS; JP; KE; KG; KP; KR; KZ; LC; LK; LR; LS; LT; LU; LV; M*\; MD; 
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Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Arrerican Chem cal Society. All rts. reserv. 

132175838 CA: 1 32( 1 4) 1 75838a PATENT 

Corrpounds inhibiting exocytosis in rrucus- seer et i ng cells or 

neur ot r ansrri 1 1 er release from neurons that control or direct rrucus 

secretion for treat rrent of nxicus hypersecretion 

I NVENTCR( AUTHOR) : Qui nn, Conr ad Padr ai g; Foster, Keith Alan; Chaddock, 
John Andrew 
LOCATI CN: UK, 

ASSIGNEE: M cr obi ol ogi cal Resear ch Aut hor i t y 
PATENT: PCT I nt er nat i onal ; \AD 200010598 A2 DATE: 20000302 
APPLI CATI GM: \AD 99GB2806 ( 1 9990825) * GB 981 8548 ( 1 9980825) 
PAGES: 30 pp. CODEN: PI XXD2 LANGUAGE: Engl i sh 
PATENT CLASSI Fl CATI ONS: 
CLASS: A61K-039/00A 
DESI GNATED COUNTRI ES: AU; CA; JP; US DESI GNATED REGI CNAL: AT; BE; CH; CY 
; DE; DK; ES; Fl ; FR; GB; GR; IE; I T; LU; MD; NL; PT; SE 



6/3, K/ 21 ( 1 1 em 20 f rom f i I e: 399) 
Dl ALOQ R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Chem cal Society. All rts. reserv. 
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131266371 GA: 1 31 ( 20) 266371 p CONFERENCE PROCEEDI NG 
Novel therapeutic agents 
AUTHOR( S) : Fost er , Kei t h A. 
LOCATION: CAWR, Salisbury, UK, SP4 OJG 

JOURNAL: Bi orred. Aspects Oostridial Neurotoxins, Conf . EDITOR: Tranter, 
Howards (Ed), DATE: 1997 PAGES: 89-91 CODEN: 67WCAB LANGUAGE: English 

IVEETI NG DATE: 19960000 PUBLISHER: Centre for Appl i ed M cr obi ol ogy and 
Research, Sal i sbury, UK 



6/3, K/ 22 ( 1 1 em 1 f rom f i I e: 8) 
Dl ALOG( R) Fi I e 8: Ei Corrpendex( R) 
(c) 2010 Elsevier Eng. Info. Inc. All rts. reserv. 

0015211486 E.I. CQVPENDEX No: 2002407118632 

Inhibition of release of neur ot r ansrri 1 1 er s from rat dorsal root ganglia 
by a novel conj ugat e of a Q ost r i di urn bot ul i num t oxi n A endopept i dase 
fragment and Erythrina cristagalli lectin 

Duggan, M chael J.; Qui nn, Conrad P.; Chaddock, John A.; Purkiss, John R. 
; Alexander, Frances C. G; Doward, Sarah; Fooks, Sarah J.; Friis, Lor na M 
; Hall, Yper H. J.; Kirby, Elizabeth R. ; Leeds, Nicola; MduI sdal e, Hilary 
J.; Dickenson, Anthony; Green, G Mark; Rahman, V\ahi da; Suzuki, Re; Shone, 
CI i f f or d C. ; Fost er , Kei t h A. 

Corresp. Aut hor / Af f i I : Chaddock, J. A.: Ct r . for Applied 
M cr obi ol ./ Research, PortonDown, Salisbury, W 1 1 shi r e SP4 OJG United 
Ki ngdom 

Corresp. Author errai I : john.chaddock@am.org.uk 

Journal of Biological Cherristry ( J. Biol. Chem ) (United States) 2002 
, 277/38 (34846-34852) 

Publication Date: 20020920 

Publisher: Arrerican Society for Biochemstry and IVbl ecul ar Biology Inc. 
CODEN: JBCHA ISSN: 0021-9258 
DO: 10. 1074/j be. M202902200 

Document Type: Article; Journal Record Type: Abstract 

Treatrrent: T; (Theoretical) 

Language: English Surrrrary Language: English 

Nurrber of References: 34 

... MduI sdal e, Hilary J.; □ ckenson, Anthony; Green, G Ivark; Rahman, 
\Aahi da; Suzuki, Re; Shone, QiffordC. ; Foster, Kei t h A. 

Q ost r i di al neur ot oxi ns pot ent I y and speci f i cal I y i nhi bi t 
neur ot r ansrri 1 1 er release in defined cell types. Here we report that a 
cat al yt i cal I y act i ve der i vat i ve ( t er rred LH SUB N/ A) of t he t ype A 
neur ot oxi n f r om Q ost r i di urn bot ul i num has been coupl ed to a I ect i n 
obt ai ned from Er yt hr i na cr i st agal I i to form.. 

...the conj ugat e in vitro is assessed and i s corrpar abl e wi t h t hat obser ved 

wi t h Q ost r i di urn bot ul i num neur ot oxi n. Fi nal I y, in vi vo 

el ect r ophysi ol ogy shows that these in vitro actions have biological 

r el evance in t hat . . . 

...the spinal cord is significantly attenuated. These data demonstrate that 
the potent endopept i dase activity of clostridial neurotoxins can be 
selectively retargeted to cells of interest and that inhibition of release 
of . . . 



6/3, K/ 23 (Item 1 from fi I e: 32) 
DI ALOG( R) Fi I e 32: IVETADEX 
(c) 2010 CSA. Al I rts. reserv. 

0005035898 I P ACCESS I ON NO 201004-71-1505280 

Recorrbi nant toxin fragments 
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Shone, Charles Clifford; Qui nn, Conrad Padraig; Foster, Keith Alan; 
Chaddock, John; Marks, Philip; Sutton, J Mark; St ancorrbe, Patrick; V\ayne, 
Jonathan 

DOCUMENT TYPE: Pat ent 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
Fl LE SEGVENT: Met adex 

Shone, Charles Clifford; Qui nn, Conrad Padraig; Foster, Keith Alan; 
Chaddock, John; IVarks, Philip; Sutton, J Mark; St ancorrbe, Patrick; V\ayne, 
Jonat han 

ABSTRACT: 

a si ngl e chai n pol ypept i de corrpri si ng f i rst and second donrai ns, 
wherein said first domai n is a clostridial neurotoxin light 
chain or a fragment or a variant thereof and is capable of cleaving one... 
...vesicle or plasma rrerrbrane associated proteins essential to exocytosis; 
and said second domain is a clostridial neurotoxin heavy chain 
H. sub. N port i on or a fragment or a variant thereof, wher ei n sai d. . . 

...its own; and wher ei n t he second domai n I acks a f unct i onal C- 1 er rri nal 
part of a clostridial neurotoxin heavy chain designated H. sub. C 
thereby rendering the polypeptide incapable of binding to cell surface 
receptors that are the natural cell surface receptors to which native 
clostridial neurotoxin binds. Antibodies that bind to the 
polypeptides, and corrposi t i ons corrpri sing these antibodies, are also 
pr ovi ded. . . 

. . . and t he DNA vacci ne corrposi t i ons, can be used i n met hods of i rrrruni si ng 
against, or treating, clostridial neurotoxin poisoning in a 
subj ect by adrri ni st er i ng to t hat subj ect a t her apeut i cal I y ef f ect i ve amount 
of t he. . . 



6/3, KZ 24 (Item 1 from fi I e: 149) 
Dl ALOG< R) Fi I e 149: TGG Heal t h&Vfel I ness DB( Sty 
(c) 2010 Gal e/ Cengage. All rts. reserv. 

04495799 SUPPLI ER NUM3ER: 208704104 (USE FORMAT 7 OR 9 FOR FULL TEXT 

) 

A t her apeut i c t oxi n: desi gner pr ot ei ns based on bot ul i num neur ot oxi n 

pr orri se to del i ver i t s t her apeut i c benef its saf el y. ( Phar maceut i cal s) 
Fost er , Kei t h 

Cherristry and Industry, 17, 21(3) 

Sept 14, 

2009 

PUBLI CATI ON FORMAT: Magazi ne/ Jour nal ISSN: 0009-3068 LANGUAGE: English 
RECORD TYPE: Ful I t ext TARGET AUDI ENCE: Trade 
WORD COUNT: 1793 LI NE COUNT: 00153 

A t her apeut i c t oxi n: desi gner pr ot ei ns based on bot ul i num neur ot oxi n 

pr orri se to del i ver i t s t her apeut i c benef its saf el y. ( Phar maceut i cal s) 
Fost er , Kei t h 

Bot ul i num neur ot oxi n ( Bo NT) i s t he most lethal toxin known in 
nature, and the cause of the deadly... 

...is therefore an opportunity to develop new t her apeut i c proteins, based 
on the pharmacology of the neurotoxin, but without the associated 
t oxi ci t y and I i rri t at i ons. 

In nature, Bo NT is produced by the Gram.. 
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...with a number of non- toxic proteins. These associated proteins are 
believed to protect the neurotoxin i n t he harsh environment of the 
gut and aid its absorption. There are seven different... 

...which is available conrmer ci al I y as Botox (Allergan), Dysport ( I psen) and 
Xeorri n (Iverz Phar rra) . 

The pur i f i ed neur ot oxi n is a 150kDa di chai n pr ot ei n consi st i ng 
of a heavy chain (HQ of appr oxi mat el y 100kDa linked... 

...The Scripps Research Institute. (4) Several clear domains have been 
identified and related to the neurotoxin's rrechani sm of action. (5) 
The car boxy- 1 er rri nal half of HC, or HC- domain, is... 

. . . t r ansl ocat i on por e t hr ough whi ch t he LC can pass. 

The LC i s the component of the neurotoxin responsible for 
inhibiting neurotransmitter release. It i s a hi ghl y selective protease 
t hat , dependi ng on t he. . . 

... by cl eavi ng one or ot her of t he SNARE pr ot ei ns in t he chol i ner gi c ner ve 
t er rri nal , t he neur ot oxi n i nhi bi t s synapt i c vesi cl e f usi on and t hus 
the release of acetylcholine. 

( I LLUSTRATI CN CM TTED) 

Dependi ng on t he. . . 

...of inhibition of neur ot r ansrri 1 1 er release that is a key feature of both 
botulism and clinical neurotoxin therapy. 

Solving the neurotoxin structure and its relation to function, 
has opened up the possibility of developing recorrbi nant proteins based on 
the specific phar rracol ogy of the different neurotoxin domains, and so 
create therapeutic proteins that apply aspects of the neurotoxin's 
unique phar rracol ogy without the toxicity. 

The SNARE pr ot ei n cl eavi ng act i vi t y of t he LC pr ovi des. . . 

...neurotoxicity associated with BoNT. They do, however, retain many of the 
other properties of the neurotoxin, including duration of action 
whi ch is a f eat ur e of t he LC endopept i dase act i vi t y. Thi s makes. . . 

. . . ent er ed cl i ni cal t r i al s in par t ner shi p wi t h t he US corrpany Al I er gan. 
( I LLUSTRATI CN CM TTED) 
In Br i ef 

* Bot ul i num neur ot oxi n is a recognised bi ot er r or i sm t hr eat and 
it i s onl y saf e when used in I ow, nanogr am quant i t i es 

* New t her apeut i c proteins based on the neurotoxin, but without 
its associated toxicity, are being developed for a range of chronic 
di seases 

* Solving the neurotoxin structure has opened up the 

possibility of developing recorrbi nant proteins based on the phar rracol ogy of 



...clinical development of a recorrbi nant protein for chronic pain 
Toxi n del i very vehi cl es 

Another aspect of neurotoxin biology is to use the HC as a 
delivery vehicle to deliver therapeutic payl oads, particularly... 

. . . Swarri nat han, S. and R. C. Stevens, 'Three-dimensional protein structures 
of light chains of bot ul i num neur ot oxi n ser ot ypes A, B, and E and 
tetanus neurotoxin', In: Foster, K. A. , Harrbleton, P., Shone, C. C. 
(eds.), Tr eat rrent s f r om t oxi ns, CRC Press... 

...116, 153. 

(8.) Foster K. A. and J. A. Chaddock, 'Development of therapeutics 
based upon clostridial endopept i dase act i vi t y' , In: Foster, K. A. , 

Page 20 



1 052741 1 si ngl echai npol ypept i de. t xt 
Harrbleton, P., Shone, C. C. (eds.), Tr eat rrent s f r om t oxi ns. . . 
? e au=chaddock, j ? 



Ref 


1 1 ems 


I ndex- 1 er m 




E1 


5 


AU=CHADDOCK, 


J. B 


E2 


32 


AU=CHADDOCK, 


J. B. 


E3 


0 


* AU=CHADDOCK, 


J? 


E4 


19 


AU=CHADDOCK, 


JA 


E5 


1 


AU=CHADDOCK, 


J A* 


E6 


79 


AU=CHADDOCK, 


JACK B. 


E7 


1 


AU=CHADDOCK, 


JACK BARTLEY 


E8 


1 


AU=CHADDOCK, 


JA^S D 


E9 


6 


AU=CHADDOCK, 


JOEL 


E10 


16 


AU=CHADDOCK, 


JOHN 


E11 


7 


AU=CHADDOCK, 


JOHN A 


E12 


21 


AU=CHADDOCK, 


JOHN A. 



Ent er P or PAGE f or rror e 

? s e1-12 

»>Ter m " 1 2" i n i rival i d posi t i on 
? s e1-e12 



5 


AU=CHADDGCK, 


J. B 


32 


AU=CHADDGCK, 


J. B. 


0 


AU=CHADDGCK, 


J? 


19 


AU=CHADDGCK, 


JA 


1 


AU=CHADDGCK, 


J A* 


79 


AU=CHADDGCK, 


JACK B. 


1 


AU=CHADDGCK, 


JACK BARTLEY 


1 


AU=CHADDOCK, 


JA^S D 


6 


AU=CHADDOCK, 


JOEL 


16 


AU=CHADDOCK, 


JOHN 


7 


AU=CHADDOCK, 


JOHN A 


21 


AU=CHADDOCK, 


JOHN A. 


88 


E1- E12 





? rd 

»>Dupl i cat e detection is not supported for File 393. 
»>Dupl i cat e detection is not supported for File 391. 

»>Recor ds f r om unsuppor t ed f i I es wi I I be r et ai ned in t he RD set . 

58 143 RD ( uni que i t errs) 
? s s8 and clostrid$ and neurotoxin 

143 S8 

0 CLOSTRI D$ 
132916 NEUROTOXIN 

59 0 S8 AND CLOSTRI D$ AND NEUROTCXI N 
? s s8 and clostr? and neurotoxin 

143 S8 
308461 CLOSTR? 
132916 NEUROTOXIN 

51 0 1 9 S8 AND CLOSTR? AND NEUROTOXI N 

? rd 

»>Dupl i cat e detection is not supported for File 393. 
»>Dupl i cat e detection is not supported for File 391. 

»>Recor ds f r om unsuppor t ed f i I es wi I I be r et ai ned in t he RD set . 

51 1 19 RD ( uni que i t errs) 
? t S11/3, W1 1- 19 

»>KW C opt i on is not avai I abl e in f i I e( s) : 399 

Page 21 



1 052741 1 si ngl echai npol ypept i de. t xt 
11/3, KM ( 1 1 em 1 f rom f i I e: 24) 
Dl ALCG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2010 CSA. Al I rts. reserv. 

0004000376 I P ACCESSI CN NQ 11343056 

Retargeted clostridial endopept i dases: Inhibition of nociceptive 

neur ot r ansrri 1 1 er release in vitro, and antinociceptive activity in in vivo 

model s of pai n 

Chaddock, John A; Purkiss, John R; Alexander, Frances C G; Doward, 
Sarah; Fooks, Sarah J; Friis, Lor na M Hall, Yper H J; Kir by, Elizabeth 
R; Leeds, Nicola; IVbul sdal e, Hilary J; D ckenson, Anthony; Q-een, G 
Mark; Rahman, Wahi da; Suzuki, Re; Duggan, M chael J; Qui nn, Conrad P; 
Shone, Clifford C; Foster, Kei t h A 

Health Protection Agency, Port on Down, Salisbury, Wit shire, United 
Ki ngdom [ mai I t o: j ohn. chaddock@ipa. or g. uk] 

MDverrent Disorders, v 19, n S8, p S42- S47, March , 2004 
PUBLI CATI CM DATE: 2004 

PUBLISHER: W I ey- Bl ackwel I , 111 R ver Street Hoboken NJ 07030-5774 USA 

DOCUMENT TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUMvARY LANGUAGE: Engl i sh 
ISSN: 0885-3185 

FILE SEGMENT: CSA Neur osci ences Abstracts 

Retargeted clostridial endopept i dases: Inhibition of nociceptive 

neur ot r ansrri 1 1 er release in vitro, and antinociceptive activity in in vivo 

model s. . . 

Chaddock, John A; Purkiss, John R; Alexander, Frances C G; Doward, 
Sarah; Fooks, Sarah J; Friis... 



ABSTRACT: 

Q ost r i di al neur ot oxi ns pot ent I y and speci f i cal I y i nhi bi t 
neur ot r ansni 1 1 er release in defined cell types. Previously reported data 
have derronst r at ed that the cat al yt i cal I y active LHN endopept i dase fragment 
of bot ul i num neur ot oxi n t ype A ( t er rred LHN/ A) can be r et ar get ed t o a 
r ange of eel I t ypes in... 

...by the conjugate in vitro is also assessed and is corrparable to that 
obser ved wi t h 0 ost r i di urn bot ul i num neur ot oxi n. Sel ect i vi t y of 
targeting and therapeutic potential have been confirmed by in vivo 
el ect r ophysi ol ogy studies. Furthermore... 

...extended duration effects observed. These data provide proof of 
principle for the concept of retargeted clostridial endopept i dases as 
novel anal gesi cs. 

...DESCRIPTORS: processing; El ect r ophysi ol ogy ; Lectins; Movement 
disorders; Neurons; Neurotoxins; Neur ot r ansrri 1 1 er release; Pain 
perception; Secretion; Sensory neurons; endopept i dase; 
Q ost r i di urn bot ul i num Er yt hr i na; Escher i chi a col i 
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ABSTRACT: 

The neurotoxins produced by various species of Clostridia are the 
causative agents of botulism and tetanus. The ability of the toxins, 
specifically those of the bot ul i num neur ot oxi n fanrily, to disrupt 
neur ot r ansrri s- si on has been exploited for use in several medical 
i ndi cat i ons and now r epr esent s t he t her apeut i c opt i on of choi ce in a nurrber 
of cases. Clostridial neurotoxins have been discovered to have a 
rrul t i - dorrai n structure that is shared between the... 
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ABSTRACT: 

Det ect i on of Q ost r i di um bot ul i num neur ot oxi n ( BoNT) 
neutralising antibodies is currently achieved using the mouse lethality 
assay ( M_A) . This technique has... 
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ABSTRACT: 

Q ost r i di al neur ot oxi ns pot ent I y and speci f i cal I y i nhi bi t 
neur ot r ansrri 1 1 er release in defined cell types. Here we report that a 
cat al yt i cal I y act i ve der i vat i ve ( t er rred LH sub( N) / A) of t he t ype A 
neur ot oxi n f r om Q ost r i di um bot ul i num has been coupl ed t o a 
I ect i n obt ai ned from Er yt hr i na cr i st agal I i t o f or m a novel . . . 

... r el eased by t he conj ugat e in vitro is assessed and i s corrpar abl e wi t h 
t hat obser ved wi t h Q ost r i di um bot ul i num neur ot oxi n. Fi nal I y, 
in vivo el ect r ophysi ol ogy shows that these in vitro actions have biological 
r el evance in t hat . . . 

...the spinal cord is significantly attenuated. These data demonstrate that 
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ABSTRACT: 

a si ngl e chai n pol ypept i de corrpri si ng f i rst and second dorrai ns, 
wher ei n sai d f i r st dorrai n is a cl ost r i di al neur ot oxi n I i ght 
chain or a fragment or a variant thereof and is capable of cleaving one... 
...vesicle or plasma rrerrbrane associated proteins essential to exocytosis; 
and said second dorrai n is a clostridial neurotoxin heavy chain 
H. sub. N port i on or a fragment or a var i ant thereof, wher ei n sai d. . . 

...its own; and wher ei n t he second dorrai n I acks a f unct i onal C- 1 er rri nal 
part of a clostridial neurotoxin heavy chain designated H. sub. C 
thereby rendering the polypeptide incapable of binding to cell surface 
receptors that are the natural cell surface receptors to which native 
clostridial neurotoxin binds. Antibodies that bind to the 
polypeptides, and compositions corrprising these antibodies, are also 
pr ovi ded. . . 

. . . and t he DNA vacci ne conposi t i ons, can be used i n met hods of i mumi si ng 
against, or treating, clostridial neurotoxin poisoning in a 
subj ect by adrri ni st er i ng to t hat subj ect a t her apeut i cal I y ef f ect i ve amount 
of t he. . . 
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I S; 


JP; 


KE; 


KG; 


KM 


KN; 


KP; KR; KZ; LA; 


LC; 


LK; 


LR; 


LS; 


LT; LU; LY; 




MD; 


VE; 


M3; 


M<; 


MM; 


MA/ 


MK; 


W; MZ; NA; NG; 


Nl ; 


NQ 


NZ; 


CM 


PE; PQ PH; 


PL; 


PT; 


RQ 


RS; 


RU; 


SC; 


SD; 


SE; 


SG; SK; SL; SM, 


ST; 


SV; 


SY; 


TJ; 


TM DESI GNATED REGI CMAL: AT; 


BE; 


BG; 


CH 



CY; GZ; DE; DK; EE; ES; FI ; FR; GB; GR; HR; HU; IE; IS; IT; LT; LU; LV; 
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Q ost r i di al neurotoxin fusion proteins targeted to nociceptive sensory 
neurons for the treatment of pain 
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DESI GNATED COUNTRI ES: AE; AG; AL: 

BZ; OA; CH; ON; CQ OR; CU; CZ; "~ 

GE; GH; GM HR; HU; ID; I L; IN; IS; 

LR; LS; LT; LU; ~ '~ 
CM PG; PH; PL; 



B 20060101 

B 20060101 

B 20060101 

B 20060101 



H EP 
H EP 
H EP 



BA; 



H EP 

BB; BG; BR; 

EG; ES; Fl 

KP; KR; KZ 

NA; NG; Nl 



BW BY; 

GB; GD; 

LC; LK; 

NQ NZ; 



AM AT; AU; AZ; 

DK; DM DZ; EC; EE; 

JP; KE; KG; KM KN; 

LV; LY; fvA; MD; M3; M<; MM; MAf M<; MZ; 

PT; RO; RU; SO; SD; SE; SQ SK; SL; SM SY; TJ; TM TN; TR; 

TT; TZ; UA; UG; US; UZ; VC; VN; YU; ZA DESI GNATED REGI CNAL: AT; BE; BG; CH 
; CY; CZ; DE; DK; EE; ES; Fl ; FR; GB; GR; HU; IE; IS; IT; LT; LU; LV; MD; 

NL; PL; PT; RQ SE; SI; SK; TR; BF; BJ; CF; CQ CI ; CM GA; GN; GQ GVV M_; 

IvR; NE; SN; TD; TG; BW GH; GM KE; LS; MA/ MZ; NA; SD; SL; SZ; TZ; UG; ZM 
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DM DZ; EC; EE; 

KE; KG; KM KN; 
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anal gesi cs 
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John 

LOCATI CN: UK, 
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r ecorrbi nant expression of clostridial neurotoxin light and heavy chain 
dorrai n and its ant i body and DNA vacci ne appl i cat i ons 

I NVENTOR( AUTHOR) : Shone, Charles Clifford; Qui nn, Conrad Padraig; Foster, 
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Pr epar at i on of speci f i cal I y act i vat abl e endopept i dase der i vat i ves of 
Q ost r i di urn bot ul i num t oxi ns t ype A, B, and C and t hei r appl i cat i ons 
AUTHCR( S) : Sutton, J. Mark; Wayne, Jonathan; Scot t - Tucker , Anthony; 

OBrien, Susan M; IVarks, Phi I i p M H. ; Alexander, Frances C. G; Shone, 

Clifford C. ; Chaddock, John A. 

LOCATION: Centre for Applied M cr obi ol ogy and Research, Health Protection 

Agency, Wit shire, UK, SP4 0JG 

JOURNAL: Protein Expression Purif. (Protein Expression and Purification) 
DATE: 2005 VOLUME: 40 NUM3ER: 1 PAGES: 31-41 CODEN: PEXPEJ ISSN: 

1 046- 5928 PUBLI SHER I TEM I DENTI FI ER: 1 046- 5928( 04) 00232- 3 LANGUAGE: 
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(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
142171959 CA: 1 42( 1 0) 1 71 959z JOURNAL 

A novel strategy for the expression and purification of the DNA 
rret hyl t r ansf er ase, M Ahdl 

AUTHOR(S): Marks, Phil; VbGeehan, John; Kneal e, Geoff 
LOCATION: Institute of Bi orredi cal and Bi orrol ecul ar Sciences, Biophysics 
Laboratories, University of Portsmouth, Portsmouth, UK, PQ 2DT 

JOURNAL: Protein Expression Purif. (Protein Expression and Purification) 
DATE: 2004 VOLUME: 37 NUM3ER: 1 PAGES: 236-242 CODEN: PEXPEJ ISSN: 
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(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
139207733 GA: 1 39( 1 4) 207733a PATENT 

Construction of recombinant si ngl e- chai n toxins for use in vaccines and 
t oxi n assays 

I NVENTOR( AUTHOR) : Shone, Clifford Charles; Qui nn, Conrad Padraig; Foster, 
Keith Alan; Chaddock, John; Marks, Philip; Sutton, J. Mark; St ancorrbe, 
Patrick; Wayne, Jonathan 

LOGATI CN: UK, 

ASSIGNEE: M cr obi ol ogi cal Research Authority; Speywood Laboratory Li m t ed 
PATENT: U.S. Pat. Appl . Publ . ; US 200301 66238 A1 DATE: 20030904 
APPLI CATI CN: US 241 596 ( 2002091 2) * GB 9617671 (19960823) * GB 9625996 
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(c) 2010 American Chemical Society. All rts. reserv. 
139175659 CA: 1 39( 1 2) 1 75659n JOURNAL 

Pur i f i cat i on and char act er i zat i on of a novel DNA met hyl t r ansf er ase, 
M Ahdl 

AUTHOR(S): Marks, Phil; MbGeehan, John; Wlson, Geoff; Errington, Neil; 
Kneal e, Geof f 

LOGATI CN: Institute of Bi orredi cal and Bi omol ecul ar Sciences, Biophysics 
Laboratories, University of Portsmouth, Portsmouth, UK, P01 2DT 
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VaUWE: 31 NUM3ER: 11 PAGES: 2803-2810 CODEN: NARHAD ISSN: 0305- 1048 
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(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
89100138 GA: 89( 1 3) 1 001 38g JOURNAL 

Chi or i m pr arri ne inhibition of rruricide: the role of the ascending 5- HT 
pr oj ect i on 

AUTHOR(S): Marks, Phi I i p C. ; OBrien, M ck; Paxi nos, George 
LOCATION: Sch. Psychol., Univ. New Sout h Wal es, Kensington, Aust . 
JOURNAL: Brain Res. DATE: 1978 VOLUME: 149 NUM3ER: 1 PAGES: 270-3 
CODEN: BRREAP ISSN: 0006-8993 LANGUAGE: English 
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(c) 2010 American Chem cal Society. All rts. reserv. 
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5, 7- DHT- i nduced rruricide: inhibition as a result of preoperative 
exposur e of r at s t o rri ce 
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(c) 2010 American Cherri cal Society. All rts. reserv. 
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Personality structure as the main det er rri nant of drug- induced (model) 
psychoses 

AUTHOR(S): Fischer, Roland; Marks, Phi I i p A. ; Hill, R char d Mat her ; 

Rockey, Marsha A. 
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Arthroscopic Release for Chronic, Refractory Adhesive Capsulitis of the 
Shoul der 
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DATE: 2003 VOLUME: 30 NUM3ER: 2 PAGES: 283- 292 CODEN: PEXPEJ I SSN: 

1 046- 5928 PUBLI SHER I TEM I DENTI Fl ER: 1 046- 5928( 03) 001 25- 6 LANGUAGE: 

Engl i sh PUBLI SHER: El sevi er Sci ence 
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(c) 2010 American Cheni cal Society. A I rts. reserv. 
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139207733 GA: 1 39( 1 4) 207733a PATENT 

Construction of r ecorrbi nant si ngl e- chai n toxins for use in vaccines and 
t oxi n assays 

I NVENTOR( AUTHOR) : Shone, Q i f f or d Char I es; Qui nn, Conr ad Padr ai g; Foster, 
Keith Alan; Chaddock, John; IVarks, Philip; Sutton, J. IVark; St ancorrbe, 
Patrick; V\ayne, Jonathan 

LOCATI ON: UK, 

ASSIGNEE: M cr obi ol ogi cal Research Authority; Speywood Laboratory Li rri t ed 
PATENT: U.S. Pat. Appl . Publ . ; US 20030166238 A1 DATE: 20030904 
APPLICATION: US 241 596 ( 2002091 2) * GB 9617671 (19960823) * GB 9625996 

( 19961213) * US 782893 ( 19961227) * WD 97GB2273 ( 1 9970822) * US 255829 

( 19990223) * US 242689 ( 19990223) 

PAGES: 37 pp., Cont . - i n- par t of U.S. Ser . No. 255,829. CODEN: USXXCO 
LANGUAGE: Engl i sh 
PATENT CLASSI Fl CATI ONS: 

CLASS: 435219000; C1 2N- 009/ 50A; C07H- 021/ 04B; C1 2P- 021 / 04B; 

C12N-001/21B; C07K-014/33B 



17/3, KZ 13 ( I t em 9 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 Arrerican Chemical Society. All rts. reserv. 
133319764 CA: 1 33( 23) 31 9764u JOURNAL 

Conserved roles for peptidases i n t he processing of invertebrate 
neur opept i des 

AUTHCR( S) : Isaac, R. E. ; Si vi t er , R. J.; St ancorrbe, P.; Coates, D. ; 
Shi rras, A. D. 

LOCATION: School of Biology, University of Leeds, Leeds, UK, LS2 9JT 
JOURNAL: Bi ochem Soc. Trans. DATE: 2000 VCLUIvE: 28 NUM3ER: 4 PAGES: 

460-464 CODEN: BCSTB5 ISSN: 0300-5127 LANGUAGE: English PUBLISHER: 

Por 1 1 and Pr ess Lt d. 



17/3, K/14 (Iteml fromfile: 185) 
Dl ALOG( R) Fi I e 1 85: Zool ogi cal Record Cnl i ne( R) 
(c) 2010 The Thomson Corp. All rts. reserv. 

03007827 BI OSI S No. 13700006255 

Conserved role for peptidases i n t he processing of invertebrate 
neur opept i des. 

AUTHORS: Isaac, RE. (a); Si vi t er , R. J.; St ancorrbe, P.; Coates, D. ; 
Shi r r as, A. D. 

AUTHORS ADDRESS: (a) School of Biology, University of Leeds, Leeds LS2 9JT; 
Uni t ed Ki ngdom 

SOURCE: Bi ochem cal Society Transactions 28(4), August 2000:460-464. 
[ Pr i nt ] 

DOCUr^/ENT TYPE: Art i cl e; Ifeet i ng paper 
ISSN: 0300-5127 

LANGUAGES: Engl i sh SUMVARY LANGUAGES: Engl i sh 
RECORD TYPE: Q t at i on 

...AUTHORS: a); Si vi t er , R. J.; St ancorrbe, P.; Coates, D. ; Shi rras, 
A. D. 



17/3, KM 5 (Item 1 f rom f i I e: 32) 
Dl AL03( R) Fi I e 32: ^TADEX 
(c) 2010 CSA. AI I rts. reserv. 

0005035898 I P ACCESS I ON NO 201004-71-1505280 

Recorrbi nant toxin fragments 
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Shone, Charles Clifford; Qui nn, Conrad Padraig; Foster, Keith Alan; 
Chaddock, John; IVarks, Philip; Sutton, J Mark; Stancorrbe, Patrick; 
V\ayne, Jonathan 

DOCUMENT TYPE: Pat ent 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
Fl LE SEGVENT: Mat adex 

...Charles Qifford; Qui nn, Conrad Padraig; Foster, Keith Alan; Chaddock, 
John; IVarks, Philip; Sutton, J Mark; Stancorrbe, Patrick; Wayne, 
Jonat han 



17/3, KM 6 ( 1 1 em 2 f rom f i I e: 32) 
Dl ALOG( R) Fi I e 32: METADEX 
(c) 2010 CSA Al I rts. reserv. 

0004951167 I P ACCESSI CM NQ 201 003- 71 M 437202 

Fusi on pr ot ei ns 

Foster, Keith; Chaddock, John; IVarks, Philip; Stancorrbe, Patrick; 
Aoki , Kei Roger; Francis, Joseph; Steward, Lance 

, USA 



DOCUMENT TYPE: Pat ent 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
Fl LE SEGVENT: Mat adex 

Foster, Keith; Chaddock, John; IVarks, Philip; Stancorrbe, Patrick; 
Aoki, Kei Roger; Francis, Joseph; Steward, Lance 
? e au=wayne, j onat han 
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Dl ALOG( R) Fi I e 98: General Sci Abs 
(c) 2010 The HWWIson Co. All rts. reserv. 

5996857 H. W W LSCN RECORD NUM3ER: BGSA03000005 

The rrcr A gene as an al t er nat i ve to 16S r RNA i n t he phyl ogenet i c anal ysi s of 

met hanogen popul at i ons i n I andf i I I 
Lut on, Phi I i p E 

Wayne, Jonathan M Sharp, R chard J 

Mcrobiology v. 148 pt 1 1 (Noverrber 2002) p. 3521-30 

DOCUMENT TYPE: Feat ur e Ar t i cl e 

SPECIAL FEATURES: Bi bl i ogr aphy Di agr am Tabl e ISSN: 1350-0872 

LANGUAGE: Engl i sh 
COUNTRY OF PUBLI CATI ON: Uni t ed Ki ngdom 

Wayne, Jonat han M . . 



18/3, K/2 (Item 1 from fi I e: 143) 
Dl ALOG( R) Fi I e 143: Bi ol . &Agric. Index 
(c) 2010 The HWWIson Co. All rts. reserv. 

2113881 H. W W LSCN RECORD NUM3ER: BBAI 021 16204 

The rrcr A gene as an al t er nat i ve to 16S r RNA i n t he phyl ogenet i c anal ysi s of 
met hanogen popul at i ons i n I andf i I I 
Lut on, Phi I i p E 

Wayne, Jonathan M Sharp, R chard J 

Mcrobiology v. 148 pt 1 1 (Noverrber 2002) p. 3521-30 

ISSN: 1350-0872 

Wiyne, Jonat han M . . 



18/3, K/ 3 (Item 1 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH(R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
152185609 CA: 1 52( 9) 1 85609d PATENT 

Fusion proteins of Clostridial neurotoxin functional domains and their 

I NVENTOR( AUTHOR) : Shone, Q i f f or d Char I es; Qui nn, Conr ad Padr ai g; Foster, 
Keith Alan; Chaddock, John; Marks, Philip; Sutton, J. Mark; St ancorrbe, 
Patrick; Wayne, Jonathan 

LOCATI ON: UK, 

ASSIGNEE: Syntaxin Li m ted; The Health Protection Agency 
PATENT: U.S. Pat. Appl . Publ . ; US 201 00022751 A1 DATE: 20100128 
APPLICATION: US 2009369341 (20090211) *GB 9617671 (19960823) * GB 9625996 
( 19961213) * US 782893 ( 19961227) * W0 97GB2273 ( 1 9970822) * US 255829 
( 19990223) * US 2002241596 (20020912) * US 200771 771 3 ( 2007031 4) * US 
2008174896 (20080717) 

PAGES: 48pp., Cont . - i n- par t of Ser . No. US 2008- 1 74896. Abandoned 
CODEN: USXXCO LANGUAGE: Engl i sh 
PATENT CLASSI FI CATI ONS: 
CLASS: 530350000 

I PCP/ 8 + Level Value Position Status Version Action Source Office: 
C07K-0014/33 A I F B 20060101 20100128 H US 

C07H-0021/04 A I L B 20060101 20100128 H US 

C12P-0021/00 A I L B 20060101 20100128 H US 



18/3, K/ 4 (Item 2 from fi I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cheni cal Society. All rts. reserv. 



Page 48 



1 052741 1 si ngl echai npol ypept i de. t xt 
147023292 GA: 147(2)23292q JOURNAL 

Re- engi neer i ng t he t ar get speci f i ci t y of clostridial neurotoxins - a 
route to novel therapeutics 

AUTHCR(S): Foster, Kei t h A. ; Adams, Erri I y J. ; Durose, Lyndsey; Cruttwell, 
Caroline J.; Marks, Elizabeth; Shone, Clifford C. ; Chaddock, John A. ; Cox, 
□ are L. ; Heat on, Charlotte; Sutton, J. Mark; Wayne, Jonathan; Alexander, 
Frances C. G; Rogers, Duncan F. 

LCGATI CM: Centre for Errergency Preparedness & Response, Health Protection 
Agency, Salisbury, UK, SP4 OJG 

JOURNAL: Neurotoxic. Res. ( Neur ot oxi ci t y Resear ch) DATE: 2006 VOLUME: 9 

NUM3ER: 2,3 PAGES: 101-107 CCDEN: NURRFI ISSN: 1029-8428 LANGUAGE: 
English PUBLISHER: F. P. Gr aham Publ i shi ng Co. 



18/3, KZ 5 (Item 3 from fi I e: 399) 
Dl ALCG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Arrerican Chemical Society. All rts. reserv. 
143417270 CA: 1 43( 23) 41 7270f PATENT 

recorrbinant expression of clostridial neurotoxin light and heavy chain 
dorrai n and its ant i body and DNA vacci ne appl i cat i ons 

I NVENTOR( AUTHOR) : Shone, Charles Clifford; Qui nn, Conrad Padraig; Foster, 
Keith Alan; Chaddock, John; IVarks, Philip; Sutton, J. Ivark; St ancorrbe, 
Patrick; V\ayne, Jonathan 

LCGATI ON: UK, 

PATENT: U.S. Pat. Appl. Publ. ; US 20050244435 A1 DATE: 20051 103 

APPLICATION: US 200577550 ( 20050311 ) * GB 9617671 (19960823) * GB 9625996 
( 19961213) * US 782893 ( 19961227) * WD 97GB2273 ( 1 9970822) * US 255829 
(19990223) * US 2002241596 (20020912) 

PAGES: 45 pp., Cont . - i n- par t of U.S. Ser . No. 241,596. CCDEN: USXXCO 

LANGUAGE: Engl i sh 

PATENT CLASSI FI CATI ONS: 

CLASS: 424239100; A61K-039/08A 



18/3, K/ 6 (Item 4 from fi I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Arrerican Chemical Society. All rts. reserv. 
143280836 CA: 1 43( 1 6) 280836y JOURNAL 

Pr epar at i on of speci f i cal I y act i vat abl e endopept i dase der i vat i ves of 
Q ost r i di urn bot ul i num t oxi ns t ype A, B, and C and t hei r appl i cat i ons 
AUTHOR(S): Sutton, J. Mark; V\ayne, Jonathan; Scot t - Tucker , Anthony; 

OBrien, Susan M ; IVarks, Phi I i p M H. ; Alexander, Frances C. G; Shone, 

Clifford C. ; Chaddock, John A. 

LCGATI CN: Centre for Applied M cr obi ol ogy and Research, Health Protection 

Agency, Wltshire, UK, SP4 OJG 

JOURNAL: Protein Expression Purif. (Protein Expression and Purification) 
DATE: 2005 VOLUME: 40 NUM3ER: 1 PAGES: 31-41 CCDEN: PEXPEJ ISSN: 

1 046- 5928 PUBLI SHER I TEM I DENTI FI ER: 1 046- 5928( 04) 00232- 3 LANGUAGE: 

Engl i sh PUBLI SHER: El sevi er 



18/3, K/7 (Item 5 from file: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Arrerican Chemical Society. All rts. reserv. 
140333147 CA: 140(21)333147w Dl SSERTATI CN 

The devel oprrent of rrol ecul ar techniques for rricrobial population analysis 
i n I andf ills 

AUTHOR( S) : V\ayne, Jonathan Mark 

LOCATION: Open University, M I t on Keynes, UK, 

DATE: 2001 PAGES: No pp. , G ven CCDEN: DABBBA LANGUAGE: Engl i sh 
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CI TATI CN: Di ss. Abst r . I nt . , C 2002, 63(3) , 450 AVAI L: From 
degr ee- gr ant i ng i nst i t ut i on 



18/3, K/ 8 (Item 6 from f i I e: 399) 
DI ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
139207733 CA: 1 39( 1 4) 207733a PATENT 

Construction of r ecorrbi nant si ngl e- chai n toxins for use in vaccines and 
t oxi n assays 

I NVENTCR( AUTHOR) : Shone, Clifford Charles; Qui nn, Conrad Padraig; Foster, 
Keith Alan; Chaddock, John; Marks, Philip; Sutton, J. Mark; St ancorrbe, 
Patrick; V\ayne, Jonathan 

LOCATI CN: UK, 

ASSIGNEE: M cr obi ol ogi cal Research Authority; Speywood Laboratory Li rri t ed 
PATENT: U.S. Pat. Appl . Publ . ; US 200301 66238 A1 DATE: 20030904 
APPLICATION: US 241 596 ( 2002091 2) * 03 9617671 (19960823) * 08 9625996 

( 19961213) * US 782893 ( 19961227) * WD 97GB2273 ( 1 9970822) * US 255829 

( 19990223) * US 242689 ( 19990223) 

PAGES: 37 pp., Cont . - i n- par t of U.S. Ser . No. 255,829. CODEN: USXXCO 
LANGUAGE: Engl i sh 
PATENT CLASSI FI CATI ONS: 

CLASS: 435219000; C1 2N- 009/ 50A; C07H- 021/ 04B; C1 2P- 021 / 04B; 

C12N-001/21B; C07K-014/33B 



18/3, K/9 (Item 7 from fi I e: 399) 
DI ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
138249134 CA: 1 38( 1 7) 2491 34r JOURNAL 

The rrcr A gene as an al t er nat i ve to 16S r RNA i n t he phyl ogenet i c anal ysi s 
of rret hanogen populations in landfill 

AUTHOR(S): Luton, Phi I i p E. ; V\ayne, Jonathan M; Sharp, RchardJ.; 
R I ey, Paul W 

LOCATION: Centre for Applied Mcrobiology and Research, Salisbury, UK, 
SP4 0JG 

JOURNAL: Mcrobiology (Reading, U. K. ) (Mcrobiology (Reading, United 
Kingdom)) DATE: 2002 VOLUME: 148 NUM3ER: 11 PAGES: 3521-3530 CODEN: 
MROBEO ISSN: 1350-0872 LANGUAGE: English PUBLISHER: Society for General 
M cr obi ol ogy 



18/3, K/10 (Item 1 from fi I e: 35) 
DI ALOG( R) Fi I e 35: Di sser t at i on Abs Chi i ne 
(c) 2010 ProQuest I nf o&Lear ni ng. All rts. reserv. 

01898965 ORDER NO AADAA- I C808734 

The devel oprrent of rrol ecul ar techniques for rricrobial population analysis 
i n I andf ills 

Author: V\ayne, Jonathan Mark 

Degree: Ph.D. 

Year : 2001 

Corporate Sour ce/ 1 nst i t ut i on: Open University (United Kingdom) (0949) 
Sour ce: VOLUME 63/ 03- C OF DI SSERTATI CN ABSTRACTS I NTERNATI CNAL. 
PAGE 450 

Author: V\ayne, Jonathan Mark 
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(c) 2010 ProQuest I nf o&Lear ni ng. All rts. reserv. 

01163460 ORDER NQ AAD91- 07757 

ECCNCM C I ^ACT OF HEART Dl SEASE: THE DECI SI ON TO RETURN TO WORK ( HEALTH 
ECONCM CS, LABOR FORCE PARTI CI PATI ON) 

Author: WWNE, JOHN BRUCE 

Degree: PH.D. 

Year ■ 1990 

Cor por at e Sour ce/ I nst I t ut i on: THE UNI VERSI TY OF ALABAMA I N Bl RM NGHAM ( 
0005) 

Sour ce: VOLU^ 52/ 02- B OF Dl SSERTATI ON ABSTRACTS I NTERNATI ONAL. 
PAGE 778. 261 PAGES 

Author: WWNE, JOHN BRUCE 
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Dl ALOG( R) Fi I e 35: Di sser t at i on Abs Cnl i ne 
(c) 2010 ProQuest I nf o&Lear ni ng. All rts. reserv. 

01107171 ORDER NQ NOT AVAI LABLE FROM UNI VERSI TY M CROFI LM3 I NT' L. 
THE IVEANI NG OF A RETURN TO FREUD I N THE FRENCH CRI Tl QUE OF LOGOCENTRI C 
PSYCHOLOGY 

Author: \AAYNE, JOHN DAVI D ALEXANDER 

Degree: PH.D. 

Year ■ 1 990 

Cor por at e Sour ce/ I nst i t ut i on: UNI VERSI TY OF SOUTHERN CALI FORNI A ( 0208) 
Source: VOLU^ 51/01- B OF Dl SSERTATI ON ABSTRACTS I NTERNATI ONAL. 
PAGE 446. 

Author: VAYNE, JOHN DAVI D ALEXANDER 



18/3, K/ 13 ( 1 1 em 1 f rom f i I e: 32) 
Dl ALOG( R) Fi I e 32:r*/ETADEX 
(c) 2010 CSA. Al I rts. reserv. 

0005035898 I P ACCESS I ON NQ 201004-71-1505280 

Recorrbi nant toxin fragrrents 

Shone, Charles Clifford; Qui nn, Conrad Padraig; Foster, Keith Alan; 
Chaddock, John; IVarks, Philip; Sutton, J IVark; St ancorrbe, Patrick; 
V\ayne, Jonathan 

DOCU^NT TYPE: Pat ent 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
FI LE SEGVENT: IVbt adex 

. . . Qui nn, Conrad Padraig; Foster, Keith Alan; Chaddock, John; IVarks, Philip 
; Sutton, J IVark; St ancorrbe, Patrick; Wiyne, Jonathan 
? ds 



Set 1 1 errs Descr i pt i on 

51 129 E1-E12 

52 32 S1 AND CLCSTR? AND NEUROTOXI N 

53 29 RD ( uni que i t errs) 

54 349 E1 - E1 2 

55 26 S4 AND CLOSTRI Dl AL AND NEUROTOXI N 

56 24 RD ( uni que i t ems) 

57 188 E1 - E1 2 

58 143 RD ( uni que i t ems) 

59 0 S8 AND CLOSTRI D$ AND NEUROTOXI N 
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51 0 1 9 S8 AND CLC6TR? AND NEUROTOXI N 

511 19 RD ( uni que i t ems) 

512 26 E1-E10 

513 25 RD ( uni que i t ems) 

514 17 E1-E4 

515 16 RD ( uni que i t errs) 

516 17 E1-E4 

517 16 RD ( uni que i t ems) 

51 8 13 E1 - E6 

? s (si ngl e(w) chai n(w) pol ypept i de) and neurotoxin 
Pr ocessi ng 

Processed 20 of 55 f i I es . . . 
Corrpl et ed processing all files 
11995029 SINGLE 
6086545 CHAI N 
725228 POLYPEPTI DE 

1 453 SI NGLE( Wjf CHAI N( Vij POLYPEPTI DE 
132916 NEUROTOXIN 
S1 9 64 ( SI NGLE( CHAI N( POLYPEPTI DE) AND NEUROTOXI N 

? rd 

»>Dupl i cat e detection is not supported for File 393. 

»>Dupl i cat e detection is not supported for File 391. 

»>Recor ds f r om unsuppor t ed f i I es wi I I be r et ai ned in t he RD set . 

S20 21 RD ( uni que i t errs) 

? t S20/3, k/ 1-21 

»>KW C opt i on is not avai I abl e in f i I e( s) : 399 

20/3, KM ( 1 1 em 1 f rom f i I e: 5) 
Dl ALOG( R) Fi I e 5: Bi osi s Previ ews( R) 
(c) 2010 The Thomson Corporation. A I rts. reserv. 

0021507490 BI OSI S NO. : 201000186513 
Recorrbi nant toxin fragrrents 

AUTHOR: Shone Charles Clifford; Anonymous; Qui nn Conrad Padraig; Foster 
Keith Alan; Chaddock John; Marks Philip; Sutton J Mark; Stancorrbe Patrick 
; V\ayne Jonat han 

AUTHOR ADDRESS: Salisbury, United Ki ngdonf * Uni t ed Kingdom 

JOURNAL: Official Gazette of the United States Patent and Trademark a f i ce 

Patents M*\R 9 2010 2010 

PATENT NUM3ER: US 07674470 PATENT DATE GRANTED: March 09, 2010 20100309 

PATE^ CLASSI FI CATI ON: 424-2471 PATENT ASSI GNEE: Heal t h Pr ot ect i on Agency ; 

Syntaxi n Li m t ed PATEM" COU^RY: USA 

ISSN: 0098- 1133 

DOCUMEM" TYPE: Pat ent 

RECORD TYPE: Abst r act 

LANGUAGE: Engl i sh 

ABSTRACT: Antigenic corrposi t i ons are provided corrprising a single 
chain polypeptide corrprising first and second domains, 
wher ei n sai d f i r st dorrai n is a cl ost r i di al neur ot oxi n I i ght chai n 
or a fragrrent or a variant thereof and is capable of cleaving one... 

...or plasma rrerrbrane associated proteins essential to exocytosis; and said 
second domai n is a cl ost r i di al neur ot oxi n heavy chai n H( N ) por t i on 
or a fragrrent or a variant thereof, wherein said second... 

. . . own; and wher ei n the second dorrai n I acks a f unct i onal C- 1 er rri nal par t of 
a cl ost r i di al neur ot oxi n heavy chai n desi gnat ed H( C ) t her eby 
rendering the polypeptide incapable of binding to cell surface receptors 
that are the natural cell surface receptors to which native clostridial 
neur ot oxi n bi nds. Ant i bodi es t hat bi nd to t he pol ypept i des, and 
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compositions comprising these antibodies, are also provided... 

.the DNA vacci ne conposi t i ons, can be used in methods of i rrrruni si ng 
against, or treating, clostridial neur ot oxi n poi soni ng i n a subj ect 
by adni ni st er i ng to t hat subj ect a t her apeut i cal I y ef f ect i ve amount of 
t he. . . 



20/3, K/ 2 (Item 2 from fi I e: 5) 
Dl ALOG( R) Fi I e 5: Bi osi s Previ ews( R) 
(c) 2010 The Thomson Cor por at i on. All rts. reserv. 

18490710 BI OSI S NO. : 200510185210 

Det ect i on of Bot ul i num Neur ot oxi n' s enzymat i c act i vi t y of Type A 
AUTHOR: Arrbr i n Ghuncha (Reprint); Zhang Ji ng Zhong; Singh Bal Ram Bhowni ck 
Shankha 

AUTHOR ADDRESS: Uni v Massachuset t s Dartmouth, Dept Chem and Bi ochem N 

Dartmouth, MH 02747 USA* * USA 
JOURNAL: FASEB Journal 18 (8, Suppl . S) : pC23 IvAY 14 2004 2004 
CONFERENCE/ MEETI NG: Annual Meeting of the 

Arrer i can- Soci et y- f or - Bi ochem st r y- and- Mol ecul ar - Bi ol ogy/ 8t h Congr ess of t he 
I nt er nat i onal - Uni on- f or - Bi ochem st r y- and- MdI ecul ar - Bi ol ogy Boston, IvA, USA 

June 12 -16, 2004; 20040612 
SPONSOR: Amer Soc Bi oChem & MdI Bi ol 
I nt Uni on Bi ochem & MdI Bi ol 
I SSN: 0892- 6638 

DOCUMENT TYPE: Meeting; Meeting Abstract 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

Det ect i on of Bot ul i num Neur ot oxi n' s enzymat i c act i vi t y of Type A 

...ABSTRACT: 0 ost r i di urn Bot ul i num Bot ul i num neur ot oxi ns ( BoNT\ s) are 
large proteins (150 kDa) and are synthesized as single chain 
pol ypept i de. The bi ol ogi cal I y act i ve f or m of t he neur ot oxi ns 
consists of a di chai n, which is produced by endogenous or exogenous 
proteolytic cleavage (nicking) of the single chain 
polypeptide, leading t o a 50 kDa light chain and 100 kDa heavy chai n 
whi ch ar e coval ent I y I i nked. . . 

DESCRI PTORS: 

CHEM CALS & BI OCHEM CALS: ...toxin, neurotoxin, structure... 
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17005504 BI OSI S NO. : 200200599015 

Neur orruscul ar action of Bot hr ops I anceol at us ( Fer de lance) venom and a 

casei nol yt i c f r act i on 
AUTHOR: Lobo de Ar auj o Al bet i za ( Repr i nt ) ; Donat o Jose Lui z; Lei t e G I do 

Bernardo; Pr ado- Fr anceschi Julia; Font ana Marcos Di as; Bon Cassi an; 

Si ni oni Lea Rodr i gues 
AUTHOR ADDRESS: Depar t arrent o de Far rracol ogi a, Facul dade de Ci enci as 

Madi cas, Universidade Estadual de Carrpi nas ( UNI CAM 3 ) , 13083-970, CP 6111, 

Carpi nas, SP, Br azi I * * Br azi I 
JOURNAL: Toxi con 40(9): p1 283- 1 289 Sept errber , 2002 2002 
MEDI UM pr i nt 
ISSN: 0041-0101 
DOCUMENT TYPE: Art i cl e 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
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. . . ABSTRACT: Bot hr ops I anceol at us venom usi ng gel f i I t r at i on and 
ion- exchange chromatography. The purified protein was a single 
chai n pol ypept i de wi t h an est i mat ed nrol ecul ar mass of 27. 5 
kDa by SDS- PAGE and had casei nol yt i c. . . 

DESCRI PTORS: 

CHEM GALS & Bl OCHEM GALS: . . . neur ot oxi n; 
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15577309 Bl OSI S NO. : 200000295622 

□ chain structure of bot ul i num neur ot oxi n: Identification of cleavage 
sites in types C, D, and F neurotoxin molecules 

AUTHOR: Sagane Yoshi rrasa; \Aat anabe Toshi hi r o; Kouguchi Hirokazu; Sunagawa 
Hi royuki ; I noue Kaoru; Fuj i naga Yukako; Oguma Kei j i ; Chyama Tohru 
( Repr i nt ) 

AUTHOR ADDRESS: Depart rrent of Food Science, Faculty of Bioindustry, Tokyo 
University of Agriculture, 196 Yasaka, Abashiri, 099-2493, Japan**Japan 
JOURNAL: Journal of Protein Cherristry 18 (8): p885- 892 Nov., 1999 1999 
MEDI UM pr i nt 
I SSN: 0277- 8033 
DOCUMENT TYPE: Art i cl e 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

□ chain structure of bot ul i num neur ot oxi n: Identification of cleavage 
sites in types C, D, and F neurotoxin molecules 

ABSTRACT: Bot ul i num neur ot oxi n (NT) is synthesized by Clostridium 
bot ul i num as about a 150- kDa single- chain polypeptide. 
Post t r ansl at i onal modi f i cat i on by bacterial or exogenous proteases 
yi el ded di chai n st r uct ur e whi ch f or rred a di sul f i de I oop. . . 
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14614815 Bl OSI S NO. : 199800409062 

Coval ent structure of bot ul i num neur ot oxi n type B: Location of 

sulfhydryl groups and disulfide bridge and identification of C-termni of 
I i ght and heavy chai ns 
AUTHOR: Antharavally Babu S; Dasgupt a Bi bhut i R ( Repr i nt ) 
AUTHOR ADDRESS: Dep. Food M cr obi ol . and Toxi col . , Univ. Ws., Madison, W 
53706, USA** USA 

JOURNAL: Journal of Protein Cherristry 17 (5): p417-428 July, 1998 1998 

MEDI UM pr i nt 

I SSN: 0277- 8033 

DOCUMEM" TYPE: Art i cl e 

RECORD TYPE: Abst r act 

LANGUAGE: Engl i sh 

Coval ent structure of bot ul i num neur ot oxi n type B: Location of 

sulfhydryl groups and disulfide bridge and identification of C-termni of 



ABSTRACT: Bot ul i num neur ot oxi n (NT) serotype B, produced by 
Q ost r i di urn bot ul i num ( pr ot eol yt i c strain), is a apprx 150-kDa 
single- chain polypeptide of 1291 arri no acids, of which 
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10 are Cys residues (Wielan et al . (1992), Appl . . . 

DESCRI PTORS: 

CHEM GALS & Bl OCHEM GALS: bot ul i num neur ot oxi n t ype B. . . 
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14218977 Bl OSI S NO. : 199800013224 

Coval ent structure of bot ul i num neur ot oxi n type E: Location of 

sulfhydryl groups, and disulfide bridges and identification of C-terrrini 
of I i ght and heavy chai ns 

AUTHOR: Antharavally Babu S; Dasgupt a Bi bhut i R 

AUTHOR ADDRESS: Dep. Food M cr obi ol . Toxicol., Univ. Ws. , Midi son, W 
53706, USA** USA 

JOURNAL: Journal of Pr ot ei n Oherri st r y 16(8): p787- 799 Nov. , 1997 1997 

MEDI UM pr i nt 

I SSN: 0277- 8033 

DOCUMENT TYPE: Art i cl e 

RECORD TYPE: Abst r act 

LANGUAGE: Engl i sh 

Coval ent structure of bot ul i num neur ot oxi n type E: Location of 

sulfhydryl groups, and disulfide bridges and identification of C-terrrini 
of . . . 

ABSTRACT: Bot ul i num neur ot oxi n (NT) serotype E is synthesized by 
Q ost ri di urn bot ul i num as an apprx 150-kDa si ngl e-chai n 
polypeptide of 1252 am no acid residues of which 8 are Cys residues 
( Puol et et al . ( 1992. . . 

DESCRI PTORS' 

CHEM GALS & Bl OCHEM GALS: bot ul i num neur ot oxi n t ype E. . . 
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12293301 Bl OSI S NO. : 199497314586 

Characterization of toxin III of the scorpion Lei ur us qui nquest r i at us 
qui nquest r i at us: A new t ype of al pha-t oxi n hi ghl y t oxi c bot h to rrarrmal s 
and i nsect s 

AUTHOR: Kopeyan Charles (Reprint); Mansuel I e Pascal; Mir t i n- Eaucl ai r e 

Mir i e- Fr ance; Rochat Herve; Mranda Francois 
AUTHOR ADDRESS: Lab. Bi ochi rri e, Cent re Nat i onal Recher che Sci ent i f i que URA 

1455, Faculte Msd. , Sect eur Nord, Boulevard Pierre Drarrard, 13916 

Mirseille Cedex 20, Fr ance* * Fr ance 
JOURNAL: Natural Toxins 1 ( 5) : p308-312 1993 1993 
ISSN: 1056-9014 
DOCUMEM" TYPE: Art i cl e 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

. . . ABSTRACT: act i ve on sodi urn channel s, Lqq III, consi st i ng of 64 arri no 
aci ds, i s a 7 kDa si ngl e- chai n pol ypept i de cr ossl i nked 
by four disulfide bridges. It belongs t o t he alpha- toxin group, as judged 
by. . . 

DESCRI PTORS: 

CHEM GALS & Bl OCHEM GALS: 
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M SCELLANEOUS TERMS: . . . NEUROTOXI N; 
CONCEPT CODES: 
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12243129 BIC6ISNO. : 199497264414 

Coval ent structure of bot ul i num neur ot oxi n type A: Location of 

sulfhydryl groups, and disulfide bridges and identification of C-terrrini 
of I i ght and heavy chai ns 

AUTHOR: Kriegl stein Kerstin G; Dasgupta Bi bhut i R ( Repr i nt ) ; Henschen Agnes 
H 

AUTHOR ADDRESS: Dep. Food M cr obi ol . Toxicol., Uni ver si t y W sconsi n, 1925 

Wl low Drive, Madison, W 53706, USA** USA 
JOURNAL: Journal of Protein Chem'stry 13 (1): p49- 57 1994 1994 
I SSN: 0277- 8033 
DOCUMENT TYPE: Art i cl e 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

Coval ent structure of bot ul i num neur ot oxi n type A: Location of 

sulfhydryl groups, and disulfide bridges and identification of C-terrrini 
of . . . 

ABSTRACT: Bot ul i num neur ot oxi n Type A i s synt hesi zed by CI ost r i di urn 
bot ul i num as a apprx 150 kD si ngl e chai n pol ypept i de. 

The post t r ansl at i onal processing of the 1296 am no acid residue long gene 
product involves removal of... 

...of disulfide bridges, and Mm ted proteolysis (nicking) by the bacterial 
protease(s). The mature di chai n neurotoxin is made of a apprx 50- kD 
I i ght chai n and a apprx 100-kD heavy. . . 

...9158; Thorrpson et al . , 1990, Eur. J. Bi ochem 189, 73-81). Treatment of 
t he di chai n neur ot oxi n, di ssol ved i n 6 M guani di ne. HQ , wi t h 
4- vi nyl pyr i di ne converted 5 Cys residues into S. . . 

. . . phase HPLC of t he cyanogen br onri de nri xt ur es of t he excl usi vel y al kyl at ed 
and the rrer capt ol yzed- al kyl at ed neurotoxin. The chr omat ogr aphi cal I y 
isolated corrponents were identified by N-terrrinal am no acid sequence 
anal ysi s. The HPLC. . . 

. . . am no acid residues, Thr 438- Lys 447, predicted to be present i n t he 
si ngl e chai n neur ot oxi n wer e not f ound in t he di chai n 
neurotoxin. Nicking of single- chain neurotoxin by the 
protease(s) endogenous t o t he bacteria therefore appears to excise these 
10 arri no. . . 
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11130910 BI OSI S NO. : 199243099501 

GENE STRUCTURE OF THE SNAKE SHORT- CHAI N NEUROTOXI N PRECURSOR 
AUTHOR: TAM YA T ( Repr i nt ) ; FUSE N; MENEZ A; TSUCHI YA T 

AUTHOR ADDRESS: DEP CHEM FAC SCI TECHNCL, SCPHI A UNI V, TOKYO, J PN* * JAPAN 
JOURNAL: Toxi con 30 (5-6): p486 1992 

CONFERENCE/ MEETI NG: TENTH WORLD CONGRESS ON ANI M*M_, PL AM" AND M CROBI AL 
TOXINS, SINGAPORE, SINGAPORE, NOVEM3ER 3-8, 1991. TOXI CON. 
ISSN: 0041-0101 

Page 56 



1 052741 1 si ngl echai npol ypept i de. t xt 

DOCUIVENT TYPE: Meet i ng 
RECORD TYPE: Ci t at i on 
LANGUAGE: ENGL I SH 

GENE STRUCTURE OF THE SNAKE SHORT- CHAI N NEUROTOXI N PRECURSOR 

DESCRI PTORS: ABSTRACT LATI CAUDA- SEM FASCI ATA ERABUTOXI N A ERABUTOXI N B 

ERABUTOXI N C SI NGLE- CHAI N PaYPEPTI DE COVPL EMENTARY DNA 
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06831183 BI OSI S NO. : 198375015126 

PURI FI CATI ON AND PROPERTI ES OF A PRESYNAPTI CALLY ACTI NG NEURO TOXI N M\NDARA 

TOXI N FROM HORNET VESPA- IVANDARI Nl A 
AUTHOR: ABE T ( Repr i nt ) ; KAWM N; Nl \AA A 

AUTHOR ADDRESS: LAB I NSECT TOXI COL, I NST PHYSI CAL CHEM CAL RESEARCH, TOKYO 

METROPOLI TAN I NST NEURCSCI , HI R03A\AA 2-1, V\AKO, SAI TAM\ J PN* * JAPAN 
JOURNAL: Bi ocherri st r y 21 (7): p1 693- 1 697 1 982 
ISSN: 0006-2960 
DOCUMENT TYPE: Art i cl e 
RECORD TYPE: Abst r act 
LANGUAGE: ENGL I SH 

ABSTRACT: A hor net (V. rrandar i ni a) neurotoxin, mandaratoxin (MDTX), 
was purified by si rrpl e procedures with col urm chromatography made on 
Sephadex G- 50. . . 

... by gel f i 1 1 r at i on, sodi urn dodecyl sul f at e di sc gel el ect r ophor esi s and 
am no aci d anal ysi s. MDTX was a si ngl e-chai n 
pol ypept i de. MDTX di d not ni gr at e el ect r ophor et i cal I y in a basi c 
buffer at pH 8. 3 but di d. . . 
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09012246 Genui ne Art i cl e#: 356KE No. References: 34 

Title: Purification and am no acid sequence of a highly insect i ci dal toxin 
from the venom of the Brazilian spider Phoneut r i a nigri venter which 
inhibits NMDA- evoked currents i n r at hi ppocarrpal neurones 

Author: deFigueiredo SG; deLi ma ME; Cordeiro IVN; Di ni z CR; Patten D; 
Hal I i well RF; GlroyJ; RchardsonM ( REPRI NT) 

Corporate Source: UNI V DURHAM GRAD SOC, 30 OLD ELVET/ DURHAM EH1 

3 HN/ / ENGLAND/ ( REPRI NT) ; UNI V FED ESPI Rl TO SA^O, CBM DEPT Cl ENCI AS 
FI SI CL/ BR- 29040090 VI TORI N ES/ BRAZI U ; UNI V FED M NAS GERAI S, DEPT 
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EZEQUI EL DI AS, CTR PESQUI SA & DESENVCLVI MENTQ BR- 3051 0010 BELO 
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Journal: TOXI CON, 2001, V39, N2- 3 ( FEB- M*\R) , P309-317 
ISSN: 0041-0101 Publication Date: 20010200 

Pub I i sher : PERGAM3N- ELSEVI ER SCI ENCE LTD, THE BOULEVARD, LANGFORD LANE, 

Kl DLI NGTCN, OXFORD OX5 1GB, ENGLAND 
Language: English Document Type: ARTICLE ( ABSTRACT AVAI L ABLE) 

...Abstract: am no acid sequence det er rri ned by automated Edman degradation 
showed t hat Tx4( 5-5) i s a si ngl e chai n pol ypept i de 
corrposed of 47 am no acid residues, including 10 cysteines, wi t h a 
cal cul at ed rrol ecul ar mass of . . . 

...Descriptors: spider venom; neurotoxin ; NMDA- subtype gl ut amat e 
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receptor ; arri no acid sequence 
. I dent i f i er s: FUNNEL- V\EB SPI DER; POLYACRYLAM DE- GEL ELECTROPHORESI S; 
GLUTAMATE RECEPTORS; LETHAL NEUROTOXI N; PaYPEPTI DE; KEYS; 
PEPTI DES 
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02076612 Genui ne Art i cl e#: JY941 No. References: 0 

Ti t I e: CLI Nl CALLY RELEVANT ASPECTS OF THE MECHANI SM OF ACTI ON OF BOTULI NUM 

NEUROTOXI N 
Aut hor : SI M'SCN LL 

Corporate Source: THOVAS JEFFERSON UNI V, J EFFERSCN MED COLL, DEPT MED, ROOM 

314- J AH, 1 020 LOCUST ST/ PHI LADELPHI A/ / PA/ 1 91 07 
Journal: JOURNAL OF VOI CE, 1992, V6, N4 ( DEC) , P358- 364 
ISSN: 0892- 1997 

Language^ ENGLI SH Document Type: ARTICLE (Abstract Available) ( NO REFS 

Ti t I e: CLI Nl CALLY RELEVANT ASPECTS OF THE IVECHANI SM OF ACTI ONI OF BOTULI NUM 
NEUROTOXI N 

Abstract: Bot ul i num neur ot oxi n is a highly potent substance obtained 

f r om or gani sms such as CI ost r i di urn bot ul i num, O ost r i di urn bar at i and 
Q ost r i di urn but yr i cum The t oxi n is synt hesi zed as a si ngl e 
chai n pol ypept i de t hat is cl eaved to yi el d a heavy chai n 
(approximately 100,000 Da) and a light chain (approximately 50,000 Da) 
linked by a disulfide bond. The neurotoxin is t i ssue- 1 ar get ed to 
peripheral cholinergic nerve endings, where it acts to poison 
t r ansrri ssi on. The. . . 

. . . Descr i pt or s: SPASMDDI C DYSPHCNI A ; BOTULI NUM NEUROTOXI N 
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0459651 DBR Accessi on No.: 2009-05092 PATENT 

New 0 ost r i di al single- chain polypeptide, corrprises an 

opioid peptide, a 0 ost ri dial neurotoxin heavy and light chain, a 
therapeutic el errent , and an exogenous protease, useful for reducing 
toxicity and inhibiting neurotoxins - preparation of Q ost ri dial 
single- chain polypeptide by vect or - rredi at ed gene 

expression in host cell and purification, useful i n t he preparation of 
pharmaceutical substance against neuot oxi n- medi at ed toxicity 

AUTHOR: ACKI K R; DOLLY J Q FERNANDEZ- SAL AS E; FRANCI S J ; GHANSHANI S; 
Gl LM0RE MA; LI S; STEWARD L E 

PATEM" ASSI GNEE: ALLERGEN I NC 2009 

PATENT NUM3ER: US 20090069238 PATENT DATE: 20090312 V\PI ACCESSI ON NO. : 

2009- F91 875 (200922) 
PRI ORI TY APPLI C. NO. : US 648692 APPLI C. DATE: 20000825 
NATI CNAL APPLI C. NO: US 192900 APPLI C. DATE: 20080815 
LANGUAGE: Engl i sh 

New Q ost r i di al single- chain polypeptide, corrprises an 

opioid peptide, a Q ost ri dial neurotoxin heavy and light chain, a 
therapeutic el errent , and an exogenous protease, useful for reducing 
toxicity and inhibiting neurotoxins - preparation of Q ost ri dial 
single- chain polypeptide by vect or - rredi at ed gene 

expression in host cell and purification, useful i n t he preparation of 

ABSTRACT: DEPAAENT ABSTRACT: NOVELTY - New single- chain 
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polypeptide comprises: (a) a first arri no acid sequence region 
corrpr i si ng ( i ) a f i rst domai n corrpr i si ng a. . . 



. a third arri no acid sequence region corrprising an exogenous protease 
cl eavage si te. DETAI LED DESCRI PTI CM - New si ngl e-chai n 
polypeptide corrpr i ses: (a) a first arri no acid sequence region 
corrpr i si ng ( i ) a f i r st dorrai n corrpr i si ng a. . . 

. under physiological conditions; and (ii) a second domain corrprising a 
translocation el errent corrpr i si ng a Q ost r i di al neur ot oxi n heavy 
chain able to facilitate the transfer of the single- chain 
polypeptide across a vesicular rrerrbrane; (b) a second arri no acid 

sequence region corrprising a therapeutic el errent corrprising a 
CI ost ri dial neurotoxin light chain having biological activity 

when r el eased i nt o t he cyt opl asm of t he t ar get eel I ; and. . . 

.the third arri no acid sequence region. I NDEPENDENT CLAI M3 are: (1) a 
nucleotide sequence encoding the si ngl e-chai n 

polypeptide; (2) a rret hod of rraki ng the single- chain 

polypeptide corrprising: (a) inserting the nucleotide sequence 
into a suitable host cell; ( b) gr owi ng t he host cell in culture; and 

(c) perrritting or inducing the host cell to express the single 
chain polypeptide encoded by the nucleotide sequence; (3) a 

rret hod of purifying the single chai n- pol ypept i de 
corrprising: (a) I ysi ng the host cell containing the nucleotide sequence 

expr essi ng t he si ngl e- chai n pol ypept i de to pr oduce a 

cell lysate, the si ngl e-chai n polypeptide ; ( b) 
contacting the cell lysate with a target corrpound so as to forma 
speci f i c. . . 

.separating the binding corrpl ex from the cell lysate; and (4) a rret hod of 
activating the si ngl e-chai n polypeptide, corrprising 
incubating the si ngl e-chai n polypeptide with an 
exogenous protease; where the exogenous protease cleaves the exogenous 
protease cleavage site; and where cleavage of the single- 
chain polypeptide by the exogenous protease converts the 
si ngl e-chai n polypeptide from its single- 
chain polypeptide form into its di chai n form thus 

activating the si ngl e-chai n polypeptide 
BIOTECHNOLOGY - Preferred Polypeptide: I n t he si ngl e-chai n 
polypeptide, the opioid peptide corrpr i ses an enkephalin peptide, 
a bovine adr enorredul I ar y- 22 ( BAIV22) peptide, an endorror phi n. . . 
. ID NQ 101-110), given i n t he specification. The translocation el errent 
corrprises a 0 ost r i di urn bot ul i num neur ot oxi n heavy chain, where 
t he C. bot ul i num neur ot oxi n heavy chai n t r ansl ocat i on el errent i s 
sel ect ed f r om a C. bot ul i num ser ot ype A neur ot oxi n heavy chai n, a 
C. bot ul i num serotype B neurotoxin heavy chain, a C. bot ul i num 
serotype C1 neurotoxin heavy chain, a C. bot ul i num ser ot ype D 
neurotoxin heavy chain, a C. bot ul i num serotype E 
neurotoxin heavy chain, a C. bot ul i num serotype F 
neurotoxin heavy chain and a C. bot ul i num serotype G 
neurotoxin heavy chain. The translocation el errent further 
corrprises Q ost r i di urn t et ani neurotoxin heavy chain. Cn the other 
hand, the therapeutic el errent corrprises a C. bot ul i num neur ot oxi n 
I i ght chai n, wher e t he Q ost r i di urn bot ul i num neur ot oxi n I i ght 
chain therapeutic el errent is selected f r om a CI ost r i di urn bot ul i num 
serotype A neurotoxin light chain, a C. bot ul i num ser ot ype B 
neurotoxin light chain, a C. botulinum serotype C1 
neurotoxin light chain, a C. botulinum serotype D 
neurotoxin light chain, a C. botulinum serotype E 
neurotoxin light chain, a C. botulinum serotype F 
neurotoxin light chain and a C. botulinum serotype G 
neurotoxin light chain. The therapeutic el errent corrprises a C. 

Page 59 



1 052741 1 si ngl echai npol ypept i de. txt 
tetani neurotoxin light chain. The exogenous protease cleavage 
si t e corrpr i ses a bovi ne ent er oki nase, a t obacco et ch vi r us. . . 

... Asn-Val ( SEQ I D NQ 110) ACTIVITY - Antidote. No bi ol ogi cal data given. 
IVECHANI SM OF ACT I ON - Neurotoxin -Inhibitor; Vaccine; 
Pr ot ease- 1 nhi bi t or . USE - The single- chain 

polypeptide , nucleotide sequence, and methods are useful for 
making a single- chain polypeptide; for purifying the 
single chai n- pol ypept i de; and for act i vat i ng t he 
single- chain polypeptide (all claimed). The met hods 
are also useful for producing recorrbinant act i vat abl e single- chain 
neurotoxin. Also, the single- chain polypeptide, 

nucleotide sequence and rret hods are useful for producing a 
pharmaceutical composition for reducing toxicity and inhibiting 
neurotoxins. ADVANTAGE - The single- chain polypeptide 

and rret hod provide more stable neurotoxin polypeptides. EXAIVPLE 
- No suitable exarrpl e given. (168 pages) 
DESCRI PTCRS: Q ost r i di al si ngl e- chai n pol ypept i de pr ep. , 

vect or - rredi at ed gene transfer, expression in host cell, purification, 
appl . , phar rraceut i cal preparation pr ot ei n sequence. . . 
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0458499 DBR Accessi on No.: 2009-03593 PATENT 

New rrodi f i ed Q ost ri dial toxin, corrpr i ses an exogenous Botulinum 
neur ot oxi n ( BoNT) / A di - chai n I oop r egi on i ncl udi ng a BoNT/ A 
di -chain protease cleavage site, useful for treating neuromuscular 
disorders, and neuropathic disorders - role of recorrbinant bot ul i num 
neurotoxin in treating cancer, neur onruscul ar neuropathy 

AUTHOR: STATHAKI S D G; STEWARD L E; VERKAGEN M F 

PATENT ASSI GNEE: ALLERGAN I NC 2009 

PATENT NU^ER: WD 200914854 PATENT DATE: 20090129 VP\ ACCESSI ON NO. : 

2009- E41 154 (200914) 
PRI ORI TY APPLI C. NO. : US 952112 APPL I C. DATE: 20070726 
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LANGUAGE: Engl i sh 

New modi f i ed Q ost r i di al t oxi n, corrpr i ses an exogenous Bot ul i num 
neur ot oxi n ( BoNT) / A di - chai n I oop r egi on i ncl udi ng a BoNT/ A 
di -chain protease cleavage site, useful for treating neur orruscul ar 
disorders, and neuropathic disorders - role of recorrbinant bot ul i num 
neurotoxin in treating cancer, neur orruscul ar neuropathy 

ABSTRACT: DERWNT ABSTRACT: NOVELTY - New modified C! ost r i di al toxin 
corrpr i sing an exogenous Bot ul i num neur ot oxi n ( BoNT) / A di - chai n 
I oop r egi on i ncl udi ng a BoNT/ A di - chai n pr ot ease cl eavage site... 

. ..CI, a BoNT/ D, a BoNT/ E, a BoNT/ F, a BoNT/ G a tetanus neurotoxin 
( TeNT) , a Bar at i urn neurotoxin ( BaNT) or a Butyricum 
neurotoxin ( BuNT) ; and where the BoNT/ A di - chai n loop region 
replaces an endogenous Q ost ri dial toxin... 

... by the BoNT/ A di - chai n I oop pr ot ease conver t s t he modi f i ed Q ost r i di al 
t oxi n f r om i t s single- chai n pol ypept i de f or m i nt o its 
di- chain form thus activating the modified G! ost ri dial toxin; or 
expr essi ng in... 

... by the BoNT/ A di - chai n I oop pr ot ease conver t s the pur i f i ed BoNT/ A f r om 
its single- chain polypeptide form into its di- chain 
form thus activating the r ecorrbi nant I y- expr essed BoNT/ A. ACTI VI TY - 
MjscuI ar . . . 
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DESCRIPTORS: recorrbinant bot ul i num neur ot oxi n, appl . cancer, 
neur orruscul ar disease, neuropathy therapy protein toxin 
neuroprotective analgesic vulnerary neuroleptic cytostatic tumor (28... 
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0444868 DBR Accessi on No.: 2008-03065 PATENT 

Use of a t herapeut i c mo I ecul e t hat i s a si ngl e chai n, 

polypeptide fusion protein, corrprises non- cyt ot oxi c protease, 
targeting moiety, protease cleavage site, and translocation domain, for 
manufacturing rredi carrent for treating pain - fusion protein corrprising 
protease, protease cleavage site, and translocation domain, useful in 
pharmaceutical composition preparation for treatrrent of pain 

AUTHOR: FOSTER K; CHADDOCK J ; M^RKS P; STANCOVBE P; ACKI K R; FRANCI S 
J; STEWARD L 

PATENT ASSI GNEE: ALLERGAN I NC; SYNTAXI N LTD 2007 

PATENT NU^ER: W) 2007138339 PATENT DATE: 20071206 V\PI ACCESSI ON NO. : 

2008-C47206 (200818) 
PRI ORI TY APPLI C. NO: GB 200610867 APPL I C. DATE: 20060601 
NATI CNAL APPLI C. NO. : WD 2007G32049 APPLI C. DATE: 20070601 
LANGUAGE: Engl i sh 

Use of a t herapeut i c rrol ecul e t hat i s a si ngl e chai n, 

polypeptide fusion protein, corrprises non- cyt ot oxi c protease, 
targeting moiety, protease cleavage site, and translocation domain, for 

...ABSTRACT: rredi carrent for the treatrrent of particular types of pain, 
where the therapeutic nx»l ecul e is a single chain, 
polypeptide fusion protein, corrprising a non- cyt ot oxi c protease 
or a fragment; a targeting moiety; a protease... 

... rredi carrent for the treatrrent of particular types of pain, where the 
t herapeut i c rrol ecul e i s a si ngl e chai n, pol ypept i de 
fusion protein, corrprising: (A) a non- cyt ot oxi c protease or a fragment, 
whi ch is capabl e of . . . 

... CLAI IvB are: (1) a rret hod of preparing a non- cyt ot oxi c fusion protein 
corrprising contacting a single- chain polypeptide 
fusion protein with a protease capable of cleaving the protease 
cl eavage si t e; and cl eavi ng t he. . . 

... domain. It corrpr i ses 20-50 arri no acid residues. The non- cyt ot oxi c 
pr ot ease is a cl ost r i di al neur ot oxi n L- chai n or an I gA pr ot ease. 
The translocation dorrai n is the HN domain of a clostridial 
neurotoxin . Preferably, the targeting moiety is an opioid. The 
targeting moiety is an agonist of a... 
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0402032 DBR Accessi on No.: 2006-15528 PATENT 

New fusion protein, useful for treating, preventing or ameliorating a 

rredi cal condition, e.g. ast hrra, acromegaly, cardiovascular conditions, 
or osteoporosis - involving vect or - rredi at ed gene transfer, expression 
in host cell for use in rrucus hypersecretion, asthma, chronic 
obstructive pulmonary disease, endocrine neoplasia, thyrotoxicosis, 
hyper pr ol act i nerri a, Gushing disease, hyper andr ogeni sm polycystic 
ovar i an syndr orre, allergy, conjunctivitis, vasomotor rhinitis, 
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eosi nophi I i a, asthma, rheumatoid arthritis, syst erri c lupus 
erythematosus, ul cer at i ve col i t i s, Cr ohn di sease, hemorrhoid, pruritus, 
gl onrerul onephri ti s, hepatitis, pancreatitis, gastritis, vasculitis, 
rryocar di t i s, psoriasis, eczema, lung scarring, fibrotic disorder, mucus 
hypersecretion, rryast heni a gr avi s, r heurrat oi d ar t hr i t i s, Graves 
disease, thyrotoxicosis, aut oi rrrrune di abet es, hemol yt i c anemi a, 
t hr orrbocyt openi c purpura, neutropenia, vasculitis, atrophic gastritis, 
aneni a, diabetes nrellitus, cardiovascular disorder, osteopetrosis and 
osteoporosis therapy and gene therapy 

AUTHOR: FOSTER K; CHADDOCK J; M^RKS P; STANCQVBE P; DURCSE L 

PATENT ASSI GNEE: HEALTH PRCTECTI ON AGENCY 2006 

PATENT NU^ER: VO 200659113 PATENT DATE: 20060608 V\PI ACCESS I ON NO. : 

2006-414841 (200642) 
PRI ORI TY APPLI C. NO: GB 200426397 APPLI G DATE: 20041201 
NATI CNAL APPLI C. NO: VO 2005GB4606 APPLI C. DATE: 20051201 
LANGUAGE: Engl i sh 

ABSTRACT: DERV\ENT ABSTRACT: NOVELTY - A si ngl e chai n, 

polypeptide fusion protein corrprising a non- cyt ot oxi c protease, a 
Targeting IVbiety, a protease cleavage site, and a translocation domain, 
i s new. DETAI LED DESCRI PTI ON - A new si ngl e chai n, 
polypeptide fusion protein, corrprises: (i) a non- cyt ot oxi c 
protease, or its fragment, where the protease or... 

... a terrrinator i s I ocat ed downst r earn of t he DNA const r uct ; (3) a met hod 
for preparing a single- chain polypeptide fusion 
protein; (4) a met hod of preparing a non- cyt ot oxi c agent; (5) a 
non- cyt ot oxi c. . . 

the protease cleavage site and the translocation domain. The 
non- cyt ot oxi c protease is a clostridial neurotoxin L- chain. The 

t r ansl ocat i on dorrai n is t he HN dorrai n of a cl ost r i di al neur ot oxi n 

The Targeting IVbiety corrprises at most 50 amino acid residues, 

preferably at most 40 arri no. . . 
... 17, 20, 23, 26, 29, or 32), gi ven i n t he speci f i cat i on. Preferred 

Ivethod: Preparing the single- chain polypeptide fusion 

protein corrprises expressing a nucleic acid sequence of (1), or a DNA 

vector of (2), in a host cell. Preparing a non- cyt ot oxi c agent 
corrprises contacting the single- chain polypeptide 

fusion protein, with a protease capable of cleaving the protease 

cleavage site, cleaving the protease... 
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0402014 DBR Accessi on No. : 2006- 15510 PATENT 

New si ngl e chai n, pol ypept i de f usi on pr ot ei n, corrpr i si ng 

a non- cyt ot oxi c protease, Targeting IVbiety, protease cleavage site, and 
translocation domain, for treating, preventing, or ameliorating pain - 
involving vect or - rredi at ed gene transfer and expression in host cell for 
cancerous and non- cancer ous pain, i nf I arrrrat or y pain and neuropathic 
pain prevention and therapy 

AUTHOR: FOSTER K; CHADDOCK J ; IVARKS P; STANCQVBE P; AOKI K R; FRANCI S 
J; STEWARD L 

PATEM" ASSI GNEE: HEALTH PRCTECTI ON AGENCY; ALLERGAN I NC 2006 

PATEM" NU^ER: VO 200659093 PATENT DATE: 20060608 V\PI ACCESSI ON NO. : 

2006-392966 (200640) 
PRI ORI TY APPLI C. NO: GB 20054964 APPLI G DATE: 20050310 
NATI CNAL APPLI C. NO: VO 2005GB4585 APPLI G DATE: 20051201 
LANGUAGE: Engl i sh 
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New si ngl e chain, polypeptide fusion protein, corrprising 

a non- cyt ot oxi c protease, Targeting Ivbiety, protease cleavage site, and 
t r ansl ocat i on dorrai n. . . 
ABSTRACT: DERAENT ABSTRACT: NCVELTY - A si ngl e chai n, 

polypeptide fusion protein, corrprising a non- cyt ot oxi c protease 
or it fragrrent, a Targeting Ivbiety, a protease cleavage site, and a 
t ransl ocat i on dorrai n, i s new. DETAI LED DESCRI PTI CN - A new si ngl e 

chain, polypeptide fusion protein corrprises: ( a) a 
non- cyt ot oxi c protease, or it fragrrent, where the protease or... 

...4) a corrpl errent ar y DNA strand of the DNA sequence; (5) a rret hod for 
preparing a single- chain polypeptide fusion 
protein; (6) a rret hod of preparing a non- cyt ot oxi c agent; (7) a 
non- cyt ot oxi c. . . 

the protease cleavage site and the translocation domain. The 
non- cyt ot oxi c protease is a clostridial neurotoxin L- chain or an 
I gA protease. The translocation domain is the HN domain of a 
clostridial neurotoxin. The Targeting Ivbiety corrprises at most 50 
am no acid residues, preferably at most 40 amino... 

...72, 75, 78, 81, 84, or 87, given i n t he specification. Preferred Ivethod: 
Pr epar i ng a si ngl e- chai n pol ypept i de f usi on pr ot ei n 
corrprises expressing the nucleic acid sequence or the DNA vect or in a 
host cell. Preparing a non- cyt ot oxi c agent corrprises contacting the 
single- chain polypeptide fusion protein with a 
protease capable of cleaving the- protease cleavage site, and cleaving 
the... 
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0339710 DBR Accessi on No. : 2004- 12002 PATENT 

New si ngl e chai n pol ypept i des corrpr i si ng cl ost r i di al neur ot oxi n I i ght 

and heavy chains, useful as positive controls for toxin assays, or for 
developing vaccines against clostridial toxin - recombinant protein 
production via pi asrri d expression in host cell for use in bacterium 
i nf ect i on vacci ne 

AUTHOR: SHCNE C C; FOSTER K A; CHADDOCK J ; M^RKS P; SUTTON M J ; 
STANCOVBE P; W\YNE J 

PATENT ASSI GNEE: HEALTH PROTECTI CN AGENCY 2004 

PATEM" NU^ER: WD 200424909 PATENT DATE: 20040325 V\PI ACCESSI ON NO. : 

2004-270039 (200425) 
PRI ORI TY APPLI C. NO: US 241596 APPLI C DATE: 20020912 
NATI CNAL APPLI C. NO: WD 2003GB3824 APPLI C DATE: 20030912 
LANGUAGE: Engl i sh 

New si ngl e chai n pol ypept i des corrpr i si ng cl ost r i di al neur ot oxi n I i ght 

and heavy chains, useful as positive controls for toxin assays, or for 
devel opi ng vacci nes. . . 
ABSTRACT: DERV\ENT ABSTRACT: NOVELTY - A si ngl e chai n 
polypeptide corrprising clostridial neurotoxin light and 
heavy chai ns, i s new. DETAI LED DESCRI PTI CN - A si ngl e chai n 

polypeptide conprising 2 dorrai ns. The first domain is a 
clostridial neurotoxin light chain, or its fragrrent or variant, 
which is capable of cleaving one or more vesicle or plasma rrerrbrane 
associated proteins essential to exocytosis. The second domain is a 

clostridial neur ot oxi n heavy chai n H- N por t i on, or its fragrrent 
or variant, which is capable of translocating... 



on its own. The second domain lacks afunctional C-termnal part of a 
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clostridial neurotoxin heavy chain, designated H- C, which renders 
the polypeptide incapable of binding to cell surface receptors that are 

the natural cell surface receptors to which native clostridial 

neurotoxin binds. The single chain polypeptide 
corrprises any one of 70 arri no acid sequences, fully defined i n t he 
speci f i cat i on, or its... 

... to exocyt osi s. I INDEPENDENT CLAI MS ar e al so i ncl uded f or : ( 1 ) a nucl ei c 
aci d rro I ecul e encodi ng t he si ngl e chai n pol ypept i de 
cited above; and (2) a nucleic acid sequence consisting of any one of 7 
nucl eot i de. . . 

... recorrbinant methods. Preferred Polypeptide: The clostridial toxin heavy 
chain is a bot ul i num or a t et anus neurotoxin heavy chain. The 
first domain exhibits endopept i dase activity specific for a substrate 
sel ect ed f r om one. . . 

... syntaxin. The second domain is a clostridial t oxi n heavy chai n H- N 
portion. The clostridial neurotoxin heavy chain is a bot ul i num 
neurotoxin type A or B chai n. The second domain corrprises: (a) 
t he 423 N- 1 er rri nal arri no. . . 

... of tetanus heavy chain; or ( e) the 100 N- term nal am no acids of a 
clostridial neurotoxin heavy chain. The polypeptide corrprises a 

site for cleavage by a proteolytic enzyme. The cleavage site is not 
present in a native clostridial neurotoxin. The cleavage site 

allows proteolytic cleavage of the first and second domains, and when 

so. . . 

...sequence encoding the peptide. The second domain lacks a O term nal part 
of a clostridial neurotoxin heavy chain designated H-C. The 
pol ypept i de f urt her corrpri ses a t hi rd dorrai n t hat bi nds t he. . . 

... Acid: The nucleic acid lacks nucleotides encoding a portion designated 
H-C of a clostridial neurotoxin . The nucleic acid corrprises 
nucl eot i des encodi ng r esi dues 1 - 423 of a bot ul i num t oxi n t ype A. . . 

... a proteolytic cleavage site. The proteolytic cleavage site is not 
present in a native clostridial neurotoxin. The proteolytic 
cleavage site is located between the first and second domains of the 
pol ypept i de. . . 

DESCRI PTORS: recorrbinant single chain protein prep., fusion protein, 
Q ost r i di urn neur ot oxi n light, heavy chain, vector pi as rri d 
pET28a- TOdi at ed gene transfer expression in Escherichia col i , appl . 
toxin assay pos. control, recorrbinant vaccine, functional bot ul i num 
tetanus neurotoxin det . bact er i urn ( 23, 24) 
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0267930 DBR Accessi on No.: 2001-07684 PATENT 

Novel i sol at ed si ngl e chai n pol ypept i de der i ved f r om 

act i vat abl e recorrbinant clostridial neurotoxin useful as 
therapeutic agents, transporter molecules and adducts - single chain 
protein production for use in therapy and as a recorrbinant vaccine 

AUTHOR: Do I I y J Q Li Y; Chan K C 

CORPORATE SOURCE: Irvine, CA, USA. 

PATENT ASSI GNEE: Al I er gen- Sal es 2001 

PATENT NUM3ER: VO 200114570 PATENT DATE: 20010301 V\PI ACCESSI ON NO. : 
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LANGUAGE: Engl i sh 



Novel i sol at ed si ngl e chai n pol ypept i de der i ved f r om 

act i vat abl e recorrbinant clostridial neurotoxin useful as 
therapeutic agents, transporter molecules and adducts 

ABSTRACT: An isolated single chain protein (I) derived from an act i vat abl e 
recorrbinant clostridial neurotoxin corrprising a functional 
bi ndi ng dorrai n, a t r ansl ocat i on el enrent and a t her apeut i c el errent , i s 
cl ai rred. ( I . . . 

DESCRIPTORS: recorrbinant single chain protein prep., pi asm d expression, 
Q ost r i di urn bot ul i num r ecorrbi nant vaccine, neurotoxin, therapy 
t oxi n bact er i urn gene t r ansf er DNA sequence ( Vol . 20, No. 15) 
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Bot ul i num t oxi n in ot ol ar yngol ogy : A r evi ew of its act i ons and 

opport uni t i es f or use. 
Neuenschwander , M chael C. ; Pribitkin, Ednrund A; Sat al of f , Robert T. 
Ear, Nose and Throat Journal, 79, 10, 788 
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To date, these are the only FDA- approved indications. (2) 
St r uct ur e 

Bot ul i num t oxi n is a neurotoxin produced primarily by 
Q ost r i di urn bot ul i num an anaer obi c bact er i um Ther e ar e seven i mrunol ogi c 
t ypes of bot ul i num . . 

...toxin has been isolated and sequenced. (4) The toxin is synthesized as a 

weakly active, single- chain polypeptide. Wien it is 

exposed to a protease, it becorres fully active in the form of... 

. . .4) 

Recover y of f unct i on 

Bot ul i num t oxi n' s blockade of t r ansnri ssi on is reversible. Recovery 
from the neurotoxin's effects is partly mediated by the cell body's 
ability to synthesize and t r anspor t . . . 13- 24. 

(4.) Si rrpson LL. CI i ni cal I y relevant aspects of the mechani sm of 
action of bot ul i num neur ot oxi n. J Voice 1992;6:358-64. 

(5.) Mszaki T, Kaj i R, KoharaN, et al . . . 
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01411517 SUPPLI ER NUM3ER: 13359518 (USE FORMAT 7 OR 9 FOR FULL TEXT) 
Bot ul i num t oxi n: f r om poi son t o rredi ci ne. 
Davi s, Lar ry E. 

The Wstern Journal of Msdi ci ne, v158, n1, p25( 5) 
Jan, 

PUBLI GATI ON FORMAT: Magazi ne/ Jour nal ISSN: 0093-0415 LANGUAGE: English 
RECORD TYPE: Ful I t ext ; Abst r act TARGET AUDI ENCE: Pr of essi onal 
WORD COUr^: 4837 LI NE COU^: 00406 

. . . AUTHOR ABSTRACT: year cont i nue t o be poi soned wi t h bot ul i num t oxi n - 
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food- borne, infantile, or wound botulism - the neurotoxin is now 
suf f i ci ent I y under st ood t o al I ow i t t o be used as a rredi ci nal agent to... 

. . . r evi ew sorre of t he epi derri ol ogi c, cl i ni cal , and pat hophysi ol ogi c aspect s 
of bot ul i num t oxi n and how t he neur ot oxi n may act as a poi son or a 
rredi ci ne. 

t oxi ns such as t et anospasrri n and di pht her i a t oxi n. [ 1 1] Type A t oxi n 
i s pr oduced as a si ngl e- chai n pol ypept i de wi t h a 

molecular weight of 150,000. [11] Later it is transforrred into its active... 

regulatory protein that inhibits adenylate cyclase. [18] The bot ul i num 

[ C. sub. 2] toxin (not a neurotoxin) appears to be an 

ADP- r i bosyl t r ansf er ase enzyrre. [19] Thus the bot ul i nal neurotoxins are 

likely to. ..results f r om t he ingestion of clostridial spores that then 

colonize the gut to produce their neurotoxin directly i n t he gut . [ 36] 

The normal gastrointestinal tract of children and adults is r emar kabl y. . . 66 

[8.] M ddl ebr ook JL: Cell surface receptors for protein toxins, In Si npson 

LL( Ed) : Bot ul i num Neur ot oxi n and Tetanus Toxin. San Diego, Calif, 

Academe Press, 1989, pp 95-119 [9.] Bonventre PF. . . 

...O ark AW DasGupt a BR, Sat hyarroor t hy V: Rol e of the heavy and light 
chains of bot ul i num neur ot oxi n in neur onruscul ar paralysis. J Biol 
Chem 1987; 262:2660-2663 [13.] Sugi yama H: Q ost r i di urn bot ul i num 
neurotoxin. Mcrobiol Rev 1980; 44:419-448 [14.] Habermann E, Dreyer 
F: Q ost ri dial neurotoxins: Handling and... 
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